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EXPERIMENTAL PATHOLOGY 


249. On the Problem of Non-bacterial Endocarditis. 
Bompocy o 6es6aKTepHiHOM 

N. A. LevKova. Apxue [Tamoaoeuu [Arh. Patol.] 10, 
43-54, No. 2, 1958. 5 figs., 5 refs. 


An endocardiotoxic serum specific for the dog was pro- 
duced in rabbits and a similar serum specific for the 
rabbit was developed in geese. A reference to the 
method of preparation is given. The experimental 
animals (7 dogs and 5 rabbits) were each given 5 intra- 
venous injections of the relevant serum at intervals of 
3 days, followed by a larger “‘ booster ” dose 5 days later. 
Endocarditis developed in 3 of the dogs and 2 of the 
rabbits. In animals killed in the early stages haemor- 
rhages and fibrinoid necrosis were found in the valves of 
the heart. Later, histiocytic and leucocytic infiltration 
became marked, eosinophil granulocytes often being 
prominent, followed by fibroblastic proliferation and 
fibrosis. This picture is said to resemble that of human 
rheumatic endocarditis. Clinically, the injections were 
foliowed by fever, a leucocytosis with a shift to the left, 
increased erythrocyte sedimentation rate, and anaemia; 
in some of the animals ‘* cytotoxic shock ” was observed. 


A. Swan 


250. A New Method of Production of Experimental 
Gastric Ulcer: the Effects of Hormonal Factors on Healing 
S. C. SkoryNA, D. R. Wesster, and D. S. KAHN. 


Gastroenterology [Gastroenterology] 34, 1-10, Jan., 1958. 
8 figs., 12 refs. 


The authors describe, from McGill University, Mon- 
treal, experimental animal studies which were undertaken 
in order to assess the effect of certain hormones on the 
healing process of experimentally induced gastric ulcer. 
(1) In a control group at laparotomy deep ulceration was 
produced by thermocautery on the posterior wall of 
the body of the glandular stomach of anaesthetized rats 
at a site at least 4 mm. below the transverse ridge, the 
animals being subsequently killed at 3-day intervals up to 
60 days in order to assess the state of healing; sections 
of the gastric mucosa were stained and examined histo- 
logically. (2) A second group of animals similarly 
treated received 0-025 mg. of cortisone acetate per g. 
body weight three times weekly beginning on the day of 
operation and continuing until the end of the experiment 
(60 days). (3) A third group of animals were subjected 
o hypophysectomy 3 or 4 days after the production of the 
gastric ulcer. (4) In a further group both adrenal 
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glands were removed on the same day as the ulcer was 
produced. The rats-in Groups 3 and 4 received an 
injection of 0-025 mg. of cortisone per g. body weight at 
the time of operation in order to prevent an immediate 
high operative mortality. 

In all but one of the 46 ulcers in the control group 
complete healing occurred within 60 days. In the corti- 
sone-treated group adhesion to the external surface of the 
ulcer area and penetration into adjacent organs were 
frequently found. At 60 days all the non-penetrating 
ulcers were healed, but in animals with penetrating 
ulcers large areas of ulceration persisted; healed per- 
forated ulcers were found in 28 out of 47 animals exam- 
ined. In the hypophysectomized animals, and to a 
lesser extent in the adrenalectomized rats, there was 
delay in regeneration of the gastric mucosa, but the 
healing process closely resembled qualitatively that seen 
in the controls. With few exceptions epithelial covering 
of the ulcer was complete at 60 days. 


T. J. Thomson 


251. The Effect of Cortisone and Corticotropin on the 
Healing of Gastric Ulcer: an Experimental Study 

H. D. JANowrtz, V. A. WEINSTEIN, R. G. SHAER, J. F. 
CEREGHINI, and F. HOLLANDER. Gastroenterology [Gas- 
troenterology] 34, 11-20, Jan., 1958. 2 figs., 11 refs. 


From the Mount Sinai Hospital, New York, the authors 
describe studies designed to demonstrate the effects of 
ACTH (corticotrophin) and cortisone on the rate of 
re-epithelization and of the healing of experimentally 
induced gastric ulcers in dogs. 

In the first series of experiments, which were per- 
formed on dogs with a Heidenhain pouch, the columnar | 
surface epithelium of the stomach down to the necks of 
the gastric glands was removed chemically by applying 
eugenol; mucosal biopsy specimens were taken 2, 4, 6, 8, 
and 24 hours later, the dogs meanwhile receiving a 
normal diet and fluid intake. The experimental group 
had received either ACTH (5 to 10 mg. per kg. body 


‘weight) or cortisone acetate (5, 10, or 15 mg. per kg.) 


daily for 3 to 6 days before and on the day of the experi- 
ment. Examination of the serial biopsy specimens 
showed that the administration of ACTH or cortisone 
did not influence the rate of epithelial replacement, which 
in both groups of animals was virtually complete in 24 
hours. 

In the second series of experiments, which were de- 
signed to study the deeper processes of healing, portions 
of the entire thickness of the corpus of the canine stomach, 
with blood supply intact, were transplanted to the anterior 
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abdominal wall. In this situation, and protected by a 
metal guard, the gastric mucosa could be inspected fre- 
quently in the otherwise intact animal. -Circular excision 
ulcers deep enough to include the muscularis mucosae 
were then made in the transplants, the diameter of the 
ulcer being defined by a punch biopsy machine. The 
healing time of the ulcers was determined to the nearest 
day, disappearance of the ulcer and reconstitution of the 
surface epithelial layer being the criteria of healing. 
The test dogs were similarly treated, but received 5 or 10 
mg. of ACTH or 2-5, 10, or 20 mg. of cortisone acetate 
suspension daily intramuscularly for 3 days before the 
production of the ulcer and throughout the period of 
healing. The mean healing time of these excision ulcers 
was prolonged by both cortisone and ACTH in the doses 
employed in this study. In the case of cortisone the delay 
in wound healing was not directly related to the dosage 
of the drug. All the ulcers healed eventually, despite 
the relatively large doses of corticosteroids. 

The authors suggest that adrenocortical hormones 
may increase the process of existing peptic ulceration, 
apart from any effect they may have in augmenting the 
gastric secretion of acid and proteolytic enzymes. 

T. J. Thomson 


CHEMICAL PATHOLOGY 


252. Sweat Analysis in Fibrocystic Disease, Chronic 
Pulmonary Disease and Controls 

M. M. Weeks and G. A. Brown. Archives of Disease 
in Childhood {Arch. Dis. Childh.] 33, 74-77, Feb., 1958. 
2 figs., 7 refs. 


At the Children’s Hospital, Birmingham, sweat from 
20 children with fibrocystic disease of the pancreas, 6 with 
chronic pulmonary disease unassociated with pancreatic 
disease, 6 apparently healthy siblings of 5 of the patients 
with fibrocystic disease, and 40 control patients who 
showed no sweat abnormalities was collected by the 
simplified method of Webb et al. (Arch. Dis. Childh., 1957, 
32, 82; Abstr. Wild Med., 1957, 22, 312) and analysed 
for sodium, chloride, and urea. The sweat samples, in 
quantities of at least 0-06 g., were collected on 3-inch 
(7-6-cm.) cotton gauze squares (washed free from all 
traces of sodium chloride) placed over the patient’s lum- 
bar region for 2 to 6 hours and then extracted with 5 ml. 
of distilled water. 

In the sweat of the children with fibrocystic disease the 
sodium content ranged from 36-4 to 189-4 (mean 104-0) 
mEq. per litre and the chloride content from 49-6 to 
196-1 (mean 111-5) mEq. per litre, these values being 2 
to 4 times. greater than in the control group, in which 
the sodium values ranged from 6-6 to 37-6 (mean 21-2) 
mEq. per litre and the chloride values from 6-0 to 38-4 
(mean 21-8) mEg. per litre. The sweat of children with 
chronic pulmonary disease showed a high sodium content 
ranging from 48-1 to 69-4 (mean 58-2) mEq. per litre, but 

a normal chloride level; the significance of this finding is 
not clear. In 2 of the siblings of children with fibrocystic 
disease the sweat was of normal coinposition, but in 4 it 
was abnormal. There was no significant difference be- 
tween the amino-acid and urea concentrations in the” 
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sweat of the patients and the controls. Two clinical cases 
in which analysis of the sweat was of diagnostic value are 
described in detail. J. E. Page 


253. The Latex-fixation Test. III. Agglutination Test — 
for C-reactive Protein and Comparison with the Capillary 
Precipitin Method 

J. M. Stncer, C. M. Piotz, E. PAperR, and S. K. Exster. 
American Journal of Clinical Pathology [Amer. J. clin. 
Path.] 28, 611-617, Dec., 1957. 1 fig., 12 refs. 


The authors, working at the Mount Sinai Hospital, 
New York, have previously shown that particles of poly- 
styrene latex in standardized suspension are co-precipi- 
tated when employed in a precipitin reaction (“ latex 
fixation ’’),.thus allowing simple visual reading of the 
end-point of the reaction. This principle was previously 
applied by them (Amer. J. Med., 1956, 21, 888; Abstr. 
Wld Med., 1957, 22, 50) to the detection and estimation of 
the abnormal serum factor in rheumatoid arthritis, which 
reacts with humany globulin. In the present paper they 
describe the use of polystyrene latex in the detection of 
the reaction between C-reactive protein (C.R.P.), a pro- 
tein which appears in the blood in inflammatory diseases, 
and its antibody. 

In determining the presence of C.R.P. in 178 specimens 
of serum from 96 patients with a variety of diseases, as 
well as from 44 patients with rheumatoid arthritis and 
60 apparently normal subjects (controls), good correla- 
tion was found between the new latex-fixation method 
and the commonly used capillary micro-precipitin 
method; it was noted that the latex-fixation method gave 
better quantitative results. When serial dilutions (from 
1:20 to 1:160) of serum were tested with 2,500 yg. of 
C.R.P. antiserum an inhibitory prozone was seen in con- 
ditions of antigen excess in 41 out of 53 positive non- 
rheumatoid specimens, but in only 2 out of 79 rheumatoid 
specimens. Thus the new test not only detects activity of 
the rheumatoid process but also provides some diagnostic 
confirmation. Allan St. J. Dixon 


254. Determination of Peroxidase in Urine. Simple 
Method for Routine Examination of Urine for Erythro- 
cytes and Leucocytes 

K. A. J. JARVINEN. British Medical Journal [Brit. med. 
J.) 1, 379-381, Feb. 15, 1958. 9 refs. 


A simple method of determining the presence of patho- 
logical quantities of erythrocytes and leucocytes in urine 
is described in this paper from the First Medical Clinic 
of the University of Helsinki. It is based on the ability 
of the peroxidase ferment present in erythrocytes and 
leucocytes (also haemoglobin) to decompose hydrogen 
peroxide; the volume of oxygen given off is dependent 
on the numbers of these cells in the urine sample. 

Approximately 2 ml. of urine is poured into a small 
tube and 4 drops of 30% hydrogen peroxide are then 
added, the mixture being immediately drawn up into a 
Westergren E.S.R. (erythrocyte sedimentation rate) tube 
to the usual mark. The height to which the liquid or 
any froth rises above the original mark is read after 30 
minutes. When the urine is normal no rise is observed; 
a rise of 2 mm. or more is regarded as a “ positive” 
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result. The amount of the rise in the E.S.R. tube is 
directly related to the number of erythrocytes or leuco- 


ihat differentiation between these cells is still only possible 
by microscopy. A. W. H. Foxell 


HAEMATOLOGY 


755. The ** Unexplained ’’ High Erythrocyte Sedimenta- 
tion Rate 

ANSELL and E. G. L. Bywaters. British Medical 
Journal [Brit. med. J.] 1, 372-374, Feb. 15, 1958. 15 refs. 


Over a period of 34 years the erythrocyte sedimentation 
rite (E.S.R.) was determined by Westergren’s method 
in some 900 new cases of rheumatism at Hammersmith 
tiospital (Postgraduate Medical School of London). 
In 51 of these there was an inexplicably high E.S.R. 
co’ more than 29 mm. in one hour. Of these 51 patients, 
45 were re-examined, the E.S.R. being determined 
azain within one month of the first visit. It was found 
that in 14 of the patients the E.S.R. had returned to 


s, normal. Of the 31 in whom the E.S.R. remained high, 
ad 8 developed typical rheumatoid arthritis, 6 were probably 
nd suffering from this disease, and in 6 others disease pro- 
ad cesses were diagnosed. In 11 instances no cause could 
= be found for the raised E.S.R., and the general health of 
al these patients has continued good. 
tin Discussing these findings, the authors emphasize that 
el a raised E.S.R. should call for a careful assessment and 
all investigation of the patient, although it is not necessarily 
of associated with a bad prognosis, scree in older 
= patients. . W. H. Foxell 
mz 256. Comparison of Quick’s, Owren’s, and Ware’s 
| of Techniques for the Control of Anticoagulant Therapy 
a M. Tooney. Journal of Clinical Pathology [J. clin. Path.} 
is 11, 56-61, Jan., 1958. 2 refs. 
in this paper from the Anticoagulant Unit, New End 
nple Hospital, London, a comparative investigation is reported 
hro- of the methods of Quick, Owren, and Ware for the labora- 
tory control of anticoagulant therapy. 
med. Quick’s technique is well known; the test system con- 
tains undiluted plasma, thromboplastin, and calcium in 
equal volumes. In Owren’s method the final test system 
itho- is thromboplastin, prothrombin- and Factor VII-free ox 
arias plasma, test plasma diluted 1 in 10, and calcium. The 
Aini® B icchnique of Ware differs from that of Owren only in the 
bility diluting fluid for the test plasma and the concentration of 
and thromboplastin and calcium. [For details of the 
rogen methods, particularly the preparation of the reagents, 
ndent the original paper should be studied; they are described 
at considerable length.] 
small The author prefers Owren’s technique to that of Ware. 
then in a comparison with Quick’s method Owren’s method 
into 2 @ was found to reflect changes in the effect of drug anti- 
) tube BH coagulant 24 or more hours earlier than did that of 
uid & @ Quick. In practice this was an advantage for in-patient 
ter 30 anticoagulant therapy, but was not necessarily an advan- 
tage in long-term out-patient treatment. thrombo- 


plastin used, a saline extract of human brain stored 
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cytes in the specimen of urine. The author points out 
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at —20° C., was found to be preferable to an acetone- 
dried extract. The prothrombin- and Factor VII-free ox 
plasma was prepared by barium sulphate adsorption and 
filtration through a 50°% asbestos pad. The test speci- 
mens of plasma were collected in a citrate—heparin anti- 


coagulant. [Other technical details are stressed and 
should be studied in the original.] A. S. Douglas 
257. 


Owren’s Method for the Control of Anticoagulant 
Therapy 

M. J. ALLINGTON. Journal of Clinical Pathology {J. clin. 
Path.) 11, 62-68, Jan., 1958. 5 figs., 6 refs. 


The author reports the results of considerable experi- 
ence of a slightly modified Owren technique for the con- 
trol of anticoagulant therapy as used in the Department 
of Haematology, Radcliffe Infirmary, Oxford. [For the 
full details of the method the original paper should be 
consulted.]_ The brain thromboplastin used was a saline 
extract. The prothrombin- and Factor VII-free bovine 
plasma was prepared by barium sulphate adsorption. 
The bovine plasma and brain extract, stored at —20° C., 
were found to be very stable, no significant alteration 
being observed over 3 to 4 months. The anticoagulant 
used was a citrate-heparin-thiomersal mixture. The 
dilution curve was prepared from pooled normal plasma, 
the pool usually being made up from at least 5 healthy 
subjects. 

The author found this technique to be much more 
sensitive to the trend of therapy—the effect being demon- 
strated more quickly—than the unmodified one-stage 
method. He states that it is very suitable for use on out- 
patients receiving long-term therapy, because of the 
small random variation, and also on blood samples sent 
through the post. A. S. Douglas 


MORBID ANATOMY AND CYTOLOGY 


258. Etiology and Pathogenesis of Laminar Cortical 
Necrosis. Its Significance in Evaluation of Uniform 
Cortical Atrophies of Early Life 

C. B. Courvitte. A.M.A. Archives of Neurology and 
Psychiatry [A.M.A. Arch. Neurol. Psychiat.] 79, 7-30, 
Jan., 1958. 11 figs., bibliography. 


In this communication from the Cajal Laboratory of 
Neuropathology, Los Angeles, the author examines the 
problems posed by the condition of laminar cortical 
atrophy, known in the older literature as “ status spongio- 
sus”. He first briefly reviews the historical aspects and 
the several concepts which have been advanced regarding 
its pathology and pathogenesis, noting the early emphasis 
on anoxia vascular insufficiency. He then draws 
upon his own experience of a great variety of cerebral 
anoxic conditions to emphasize the wide variation in the 
degree of loss of the laminar nerve cells, which may 
range from that of scattered cells, mainly from Brod- 
mann’s Lamina III, with or without status spongiosus, to 
subtotal cortical necrosis. He argues that the fact that 
Lamina III has the densest capillary bed implies that its 
demand for oxygen is the heaviest. To account for 
some of the focal features in the distribution of the 
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lesions, for example, in the depths of sulci, he invokes in 
explanation the occurrence of minor arterial occlusion 
and venous stasis. [The important possibility of the 
effects of oedema, stressed by Lindenberg, appears to 
have been overlooked.] 

On the basis of these preliminary arguments he then 
proceeds to analyse 7 groups of cases representing the 
various gradations of cortical atrophy of early life which 
he regards as “ a genuine hierarchy ” of laminar cortical 
lesions ranging from a selective laminar loss of nerve cells 
to almost total destruction of the brain mass. He shows 
that in all these cases the mechanism of anoxia was at 
work, regardless of the original cause. Finally, in an 
attempt to explain the diffuse cortical changes in early 
life he stresses the importance of paranatal asphyxia 
which, whether it be the result of birth injury or of some 
other cause, is the main pathogenic agent, acting either 
directly or setting in train secondary circulatory disturb- 
ances. J. B. Cavanagh 


259. Effects of Atomic Radiation on the Brain in Man. 
A Study of the Brains of Forty-nine Hiroshima and Naga- 
saki Casualties 

H. Suiraki, 8S. S. TAKEYA, K. KoyANo, M. 
ARAKI, Y. UcuimurA, M. Miyake, C. TAMAGAWA, S. 
AMANO, W. W. Ayres, and W. HAYMAKER. Journal of 
Neuropathology and Experimental Neurology [J. Neuro- 
path. exp. Neurol.) 17, 79-137, Jan., 1958. 24 figs., 
bibliography. 

In the 49 casualties of the Hiroshima and Nagasaki 
bombings dealt with in this report the duration of the 
clinical course was 16 to 69 days in 47 cases and approxim- 
ately 4 years and 6 years respectively in the other 2. All 
the casualties had typical radiation sickness. Icterus was 
a feature in 12 of these cases. Mental and neurological 
disturbances occurred, but no conclusion was reached as 
to their cause. 

Perivascular hemorrhages in the brain had a high inci- 
dence, but were relatively few in the individual cases. 
Transudation phenomena were alsocommon. In 5 cases 
large ischemic foci were present in the cerebral cortex and 
in one of them the foci were widespread. Glial-nodule 
formation in the cerebrum, brain stem and cerebellum 
occurred in 12 cases, from the 19th day of illness onward. 
They were not essentially different than in control cases 
of aplastic anemia. Pronounced regressive changes 
occurred in the nerve cells in several locations, chiefly in 
the globus pallidus, red zone of the substantia nigra and 
motor cranial-nerve nuclei. These changes may be a 
reflection of the anemia. Reactive gliosis occurred only 
in the hippocampus, dentate nucleus, inferior olivary 
nucleus and Purkinje-cell and molecular layers of the 
cerebellum. Such changes may be ascribed to cellular 
hypoxidosis related to the anemia. 

Astrocytic nuclei, particularly in the globus pallidus 
and red zone of the substantia nigra, underwent enlarge- 
ment in many of the cases. They were abundant by the 
27th day. In occasional cases enlarged nuclei were as 
frequent as in hepato-cerebral diseases, but fewer of them 

had reached giant size. The basis of the nuclear enlarge- 
ment was not determined. No consistent pathological 
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changes were found in the liver, nor could a correlation 
be found between icterus and nuclear enlargement. 
Enlarged astrocytic nuclei were much more frequent than 
in the control anemia cases. The nerve-cell regressive 
changes and the enlargement of astrocytic nuclei were 
independent variables. Lipopigments were increased in 
macrophages perivascularly and in glia of the globus 
pallidus and the red zone of the substantia nigra. Most 
of them had the staining and chemical characteristics of 
hemofuscin. The positive iron reaction in some of the 
pigment granules suggested that an iron salt, derived 
presumably from breakdown of ferritin, had combined 
with hemofuscin. These changes were much the same 
as in the control anemia cases. The white matter of the 
cerebrum was practically spared. 

Special attention was given to blood vessels because of 
their recognized vulnerability under certain radiological 
conditions. Infiltrates of small mononuclear cells were 
present in perivascular spaces, but they were infrequent. 
These changes were just as prominent in the anemia 
controls. No clear-cut evidence of vascular damage 
was observed aside from fibrohyaline change which was 
thought to be associated with the anemia. It was 
apparent that increased vascular permeability was one 
of the most conspicuous features in the -Hiroshima-— 
Nagasaki cases. The same was true in the control cases 
of aplastic anemia. Whether ionization in the brain 
from atom-bomb explosion contributed to the increase in 
vascular permeability could not be decided.—[Authors’ 
summary.] 


260. The Neuropathology of Hereditary Optic Atrophy 
(Leber’s Disease); the First Complete Anatomic Study 

J. KwitTKen and H. D. Barest. American Journal of 
Pathology [Amer. J. Path.] 34, 185-207, Jan.—Feb., 1958. 
19 figs., 20 refs. 


A brief review of the literature is followed by a descrip- 
tion of the clinical features and the results of a complete 
anatomical study of the central nervous system in a case 
of Leber’s disease seen at Montefiore Hospital, New 
York. The authors found that the pathological changes 
in this case “‘ failed to lend support to earlier pathogenic 
concepts of Leber’s disease, which presumed the presence 
of pituitary disorder, chronic arachnoiditis about the 
optic nerves, or toxic retrobulbar neuritis... There 
seemed to be a primary neuronal degeneration of the 
retina and optic nerve, with secondary degenerative 
changes in the remaining optic system except for the 
calcarine cortex ”’. J. R. Hudson 


261. Berry Aneurysms of the Circle of Willis. Results 
of a Planned Autopsy Study 

J. L. CHASON and W. M. HINDMAN. Neurology [Neuro- 
logy (Minneap.)] 8, 41-44, Jan., 1958. 2 figs., 21 refs. 


Berry aneurysms of the circle of Willis were found in 
137 out of 2,786 consecutive cases coming to necropsy at 
the City of Detroit Receiving Hospital, representing an 
incidence of 4-9°%, which, it is stated, is higher than that 
in other reported series. Of the 137 aneurysms, 57 had 
ruptured and 80 had not. The average size of the rup- 
tured aneurysms was almost twice that of the unruptured. 
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No difference was observed between the sexes in the inci- 
dence of these aneurysms. Hypertensive cardiovascular 
decrease was the only condition which appeared to be 
fairly constantly associated with berry aneurysms of the 
circle of Willis. G. S. Crockett 


262. The Nature of Senile Changes of the Human 
Olfactory Bulb and Tract 

L. Liss and F. Gomez. A.M.A. Archives of Otolaryn- 
gology [A.M.A. Arch. ee 67, 167-171, Feb., 
1958. 7 figs., 7 refs. 


In an investigation carried out at the University of 
Michigan, Detroit, the changes in the olfactory bulb and 
tract in a group of persons [number not specified] aged 
70 years or more, the oldest being over 100, were com- 
pared post mortem with those in the olfactory bulb of a 
woman aged 42 who came to necropsy after undergoing 
hypophysectomy, during which division of the proximal 
part of the bulb to allow retraction of the frontal lobe had 
deen carried out. 

The great majority of the old people showed only 
moderate loss of nerve fibres and neurones, an increase 
n glial elements, mostly astrologia, around the blood 
.essels, and many corpora amylacea; in a small number 
these changes were marked. However, no correlation 


»etween the subject’s age and the severity of the degenera- 


ive process could be established. In the woman of 42 
the same changes were present but were much more 
severe, the neurones showing severe damage and the 
change of astrocytes into corpora amylacea being almost 
complete in some perivascular areas. Smith (J. comp. 
Neurol., 1942, 77, 589) has estimated the rate of loss of 
nerve fibres at 1% per year, beginning from birth, but 
this finding was certainly not confirmed by the present 
study. Comparison of the changes in the tract of the 
younger subject with those in the senile tracts strongly 
suggested that degeneration of the second neurone in the 
bulb follows destruction or decay of the sensory cells of 
the mucosa. F. W. Watkyn-Thomas 


263. Changes in the Nuclei of Squamous Epithelial Cells 
in Pernicious Anaemia. [In English] 

S.T. BoEN. Acta medica Scandinavica [Acta med. scand.] 
159, 425-431, Dec. 28, 1957. 6 figs., 10 refs. 


The studies described in this paper from the University 
Medical Clinic, Binnengasthuis, Amsterdam, showed that 
deficiency of vitamin B,;2 (cyanocobalamin) produces 
changes of the squamous epithelium in the mouth as well 
as causing disorders of the haematopoietic system and 
central nervous system. These findings were based on 
the examination of smears of mouth washings from 10 
patients with pernicious anaemia and 21 non-anaemic 
controls. In the patients the average diameter of the 
squamous cells was greater than that in the controls, 
the cell nuclear changes were generally more obvious, 
the average diameter being 12-5 u in pernicious anaemia 
compared with 10-8 yu in the controls, and there was also 
considerable polymorphism, with some giant forms. 
The author describes the nuclear structural changes, which 
appear to be specific for vitamin-B;2 deficiency, as con- 
sisting in a finely reticular chromatin in a rounded nucleus 
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—the normal nucleus being oval and showing a coarser 
chromatin pattern. 

All the changes disappeared within 5 or 6 days of be- 
ginning adequate vitamin-Bj2 therapy. Patients with 
other types of anaemia or histamine-fast achlorhydria 
without anaemia and also a small number of those who 
have pernicious anaemia, do not exhibit these changes in 
the squamous cells. E. G. Rees 


264. Asymmetrical Hypertrophy of the Heart in Young 
Adults 


D. Teare. British Heart Journal [Brit. Heart J.] 20, 
1-8, Jan., 1958. 8 figs., 9 refs. 


The author reports 8 cases of asymmetrical hypertrophy 
of the heart, 6 of which occurred in males between the 
ages of 14 and 35, one in a woman of 20, and one in a 
woman of 44. Death occurred suddenly in all but the 
last case, in which death followed mitral valvotomy. 
Necropsy revealed extensive local overgrowth of. the 
myocardium, varying in position but most commonly in 
the region of the interventricular septum. Microscopic- 
ally, there was a disorganized arrangement of the muscle 
bundles with variation in size and hypertrophy of indi- 
vidual fibres, the bundles being separated by varying 
amounts of fibrous tissue and many deep clefts lined with 
endothelium. Changes of this type are considered to be 
due to some developmental or congenital abnormality. 

J. B. Wilson 


265. Morphological Manifestations of Auto-allergic 
Phenomena in Chronic Nephritis. (Morphologische 
Ausserungen autoallergischer Phanomene bei chroni- 
scher Nephritis) 

M. GAAL. Frankfurter Zeitschrift fiir Pathologie [Frank- 
furt. Z. Path.] 68, 633-642, 1958. 6 figs., 24 refs. 


In this communication from the Hospital of the Hun- 
garian State Railways, Budapest, the cases of 5 patients 
suffering from chronic nephritis are described in an 
attempt to illustrate the supposed “‘ auto-allergic ” nature 
of this disorder. All the patients showed a raised serum 
y-globulin level, as well as reticulo-endothelial cells in the 
spleen and lymph nodes containing structures resembling 
Russell bodies. These observations and the finding in 
the adrenal glands and cerebral capillaries of bodies which 
stained positively for protein are presented as histological 
evidence of raised antibody production in glomerulo- 
nephritis, leading the author to conclude that an auto- 
allergic mechanism functions in the pathogenesis of this 


disease. ’ G. Loewi 
266. Pathologic Observations Concerning the Kidney in 
Progressive Systemic Sclerosis 


E. R. FisHer and G. P. RopNAN. A.M.A. Archives of 
Pathology [A.M.A. Arch. Path.] 65, 29-39, Jan., 1958. 
7 figs., 28 refs. 


The renal lesions in progressive systemic sclerosis 
(generalized scleroderma) have received little attention, 
and there has been some disagreement as to whether these 
lesions are specific for the disease or not. Accordingly 
the authors, working at the University of Pittsburgh, 
have examined histologically the kidneys from 11 such 
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cases and compared the findings with those in the kidneys 
from 12 cases of accelerated or malignant nephro- 
sclerosis. 

In 2 of the cases of scleroderma there were no renal 
lesions; however, in the other 9 the kidneys were en- 
larged and showed small cortical infarcts and often 
petechiae. Microscopically, there were focally distri- 
buted glomerular lesions, consisting in thickening of the 
basement membrane, which affected up to 62% of the 
glomeruli. In severe cases there was fibrinoid necrosis of 
the afferent arteriole, this extending into the glomerular 
capillaries. In 2 cases there were “‘ wire-loop ”’ lesions 
similar to those occurring in disseminated lupus erythe- 
matosus, but without haematoxyphil bodies. The con- 
voluted tubules showed flattening of their epithelium 
and the dilated lumina often contained casts. The inter- 
lobular arteries were narrowed by intimal deposition of a 
hyaluronic-acid-like material. The severity of the renal 
changes correlated well with the clinical manifestations 
of renal failure. 

In the cases of malignant nephrosclerosis the renal 
lesions were identical, differences being found in the 
latter cases only if there had been pre-existing hyperten- 
sion or glomerulonephritis, in which case there were also 
fibrosis of the glomeruli, thickening of Bowman’s cap- 
sules, and hyalinization of arterioles. - 

The authors conclude, therefore, that the renal lesions 
described above are not specific for progressive systemic 
sclerosis, and suggest that it is possible that they have 
the same pathogenesis as the renal lesions of malignant 
hypertension. M. C. Berenbaum 


267. Fat Embolism Studied in 100 Patients Dying after 
Injury 

H. E. Emson. Journal of Clinical Pathology [J. clin. 
Path.] 11, 28-35, Jan., 1958. 1 fig., 31 refs. 


The incidence and significance of fat embolism as a 
complication of traumatic injury were studied at the 
Birmingham Accident Hospital in frozen sections of 
lungs, brain, kidneys, and heart from 100 patients who 
died after physical injury and 53 control patients dying 
from burns or non-traumatic illness. The sections were 
stained with oil red O and light green, and in each section 
the emboli in 20 fields (unit areas) selected at random were 
counted. Clinical records and necropsy reports were 
also studied. Pulmonary fat embolism—which was 
assessed quantitatively, according to the number of 
pulmonary fat emboli found per unit area, as mild, 
moderate, or severe—was found in 89 of the physically- 
injured patients, but was not considered to be of import- 
ance as a cause of death. It increased in severity with 
the degree of trauma. Systemic fat embolism was present 
in 24 cases and was regarded as the chief or contributory 
cause of death in 7; it was observed only in patients with 
pulmonary fat embolism. As regards the control series, 
pulmonary fat embolism was found in 16 out of 43 cases 
of burns and in 5 of the remaining 10 cases, but was 
mild or very mild in all but 2 cases. None of the control 
series showed any evidence of systemic fat embolism. 
The aetiology, pathogenesis, and histology of fat em- 
bolism are briefly discussed. A. Wynn Williams 


268. The Papilloma and Its Relation to Cancer 
C. WAKELEY and F. T. Graves. Lancet [Lancet] 1, 329- 
333, Feb. 15, 1958. 5 figs., 46 refs. 


The authors review a series of 215 cases of papilloma _ 


of the urinary and alimentary tracts, the ducts of the 
breast, and the skin seen at King’s College Hospital, 
London, during the period 1948-56. They also survey 
data in the literature on both the clinical and experi- 
mental aspects of papillomatosis and discuss the relation- 
ship between these tumours and cancer. Defining a 
papilloma as “ a branching or lobulated benign tumour 
derived from epithelium ”’, thus excluding inflammatory 
lesions, warts, and polypi, they have attempted to find 
common factors in the pathology and aetiology of papil- 
lomata arising in different parts of the body. 

With the exception of the virus papilloma of the skin, 
most papillomata occur in persons over 50. The sex 
incidence is approximately equal except for the urinary 
tract, where they occur predominantly in the male—of 
119 cases of papilloma of the bladder in the present 
series, 76°% were in males and none in women under 50. 
On the assumption that papillomata develop in response 
to some stimulant the growths would be expected to 
occur most frequently at sites of exposure. This was 
found to be true of papillomata of the skin, which in 34 
out of 46 cases occurred on the face or hands, and of the 
bladder, which in 67% of 119 cases were close to the 
ureteric orifices. In the alimentary tract the commonest 
site of adenopapillomata is the rectum, “‘ and it is possible 
that, here again, the stimulant has the greatest oppor- 
tunity of access, because not only are the faeces harder 
and more traumatic at this point but stagnation is greater 
here than in the upper reaches of the bowel.” 

Clinical and experimental evidence indicates that “* the 
papilloma at any site is a potential source of cancer, 
although it is least so in the skin”. Although some 
papillomata which become malignant rapidly may never 
have been entirely benign, this is not true of every 
papilloma, some of which undergo malignant change 
after remaining demonstrably benign for years, while at 
some sites such changes are rare. In the authors’ series 
only one out of 49 cases of duct papilloma of the breast 
showed malignant change, and they recommend con- 
servative surgery, with follow-up, in the treatment of 
these tumours. The difficulty of forecasting the future 
behaviour of any given papilloma is discussed. While 
implantation or transplantation may account for some 
cases, the development of multiple growths is probably 
most often due to “* multifocal neoplastic change in an 
area of tissue’, the simultaneous or successive occur- 
rence of benign and malignant lesions, both clinical and 
experimental, at the same site suggesting that different 
phases of this neoplastic change, varying from hyper- 
plasia to invasive malignancy, may occur. This in turn 
suggests that the stimulus producing the change must vary 
either in kind or in degree. Experimental work has 
shown that papilloma formation may be initiated by 
direct chemical stimulation, while in the skin the change 
may be produced by a virus, “‘ which itself is probably a 
disturber of cellular biochemistry’. In other cases the 
stimulus appears to result from a simple mutation. 

I. Berkinshaw-Smith 
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269. Recovery from Infants with Respiratory Iliness of a 
Virus Related to Chimpanzee Coryza Agent CA). 
I. Isolation, Properties and Characterization 

R. CHANOCK, B. ROIZMAN, and R. Myers. sebiitonn 
Journal of Hygiene [Amer. J. Hyg.] 66, 281-290, Nov., 
1957. 3 figs., 15 refs. 


The authors report from Johns Hopkins Medical 
School, Baltimore, that in the course of inoculation of 
tissue cultures with material from infants with acute 
respiratory infections in an attempt to recover new cyto- 
pathogenic agents in such cases a virus was isolated 
which was apparently identical with one isolated from 
chimpanzees with coryza, but different from other 
recently discovered viruses obtained from the human 
respiratory tract. This virus was isolated from two 
sources (a throat swab from one of 41 infants with bron- 
chopneumonia and a swab from one of 18 with laryngo- 
cracheo-bronchitis) by culture on human epidermoid 
carcinoma tissue (Strain KB) and human liver tissue 
‘Strain Chang). The cytopathogenic effect was shown 
»y the formation of multiple syncytial areas throughout 
the culture, together with round-cell degeneration. In 
cach syncytial area there was an aggregation of intact 
nuclei whose chromatin became arranged in radial 
strands. The phenomena, which appeared in 3 to 6 
days in these tissue cultures, also developed in human 
~emnion-cell cultures after 9 to 14 days. 

The particle size of the virus as estimated by centrifuga- 
tion in sucrose ranged from 90 to 130 mu. A soluble 
complement-fixing antigen was dissociated from the virus 
particles on ultracentrifugation. The virus was shown 
to be sensitive to exposure to 20% ether for 16 hours at 
4° C. and failed to agglutinate human or chick erythro- 
cytes. No pocks developed on the chorio-allantoic mem- 
brane of fertile hen’s eggs, nor could multiplication in the 
amniotic cavity be demonstrated. No pathogenicity for 
suckling mice was demonstrated. By neutralization and 
complement-fixation tests the virus was apparently iden- 
tical with the “chimpanzee coryza agent” (C.C.A. 


_ virus), but no relationship was demonstrable by these 


means with the measles, croup-associated (C. A. ), mumps, 
primary atypical pneumonia, or ‘Psittacosis virusés. (The 
authors use the names Long virus and Snyder virus for 
the two strains—from the names of the patients.) 


J. E. M. Whitehead 


270. Recovery from Infants with Respiratory Illness of 
a Virus Related to Chimpanzee Coryza Agent (CCA). 
Il. Epidemiologic Aspects of Infection in Infants and 
Young Children 
R. CHANOCK and L. FInBERG. American Journal of 
Hygiene [Amer. J. Hyg.] 66, 291-300, Nov., 1957. 
An attempt was made to discover whether the virus 
described in the preceding paper (see Abstract 269) 
was causally related to severe lower respiratory tract 
disease of infants and young children. Throat swabs for 
virus isolation and paired specimens of blood were taken 
87 
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between October, 1956, and March, 1957, from children 
admitted to various Baltimore hospitals with a diagnosis 
of bronchopneumonia or bronchiolitis and from out- 
patients with bronchopneumonia; a group of in-patients 
and out-patients with non-respiratory illness served as 
controls. 

Virus was isolated from only one out of 131 casés of 
respiratory illness and from none of the 115 control 
patients. A significant rise in antibody level, demon- 
strated by either complement-fixation or neutralization 
procedures, was found in 48% of patients with respira- 
tory disease and in 14°%% of those without such disease. 
The rise in antibody titre was shown more readily by the 
neutralization test than by the complement-fixation test, 
43-8°% of children with respiratory symptoms and 11-4% 
of controls showing a rise in the former. The rate of in- 
fection, as judged by a significant rise in antibody titre, 
was the same in the in-patient control group as in in- 
patients with respiratory illness, but was 6 times greater 

‘than that among out-patients without respiratory illness. 

Inquiry showed that many of the children developed mild 
upper respiratory tract infections while in hospital. 
Owing to the high rate of infection in the in-patient 
control group no relationship of the virus to broncho- 
pneumonia in the infants admitted to hospital could be 
established. However, comparison of the infection rates 
in the two out-patient groups showed a significant differ- 
ence in the proportion of individuals showing serological 
evidence of infection. As, however, the number of out- 
patients with respiratory illness was small the authors 
refrain from drawing other than tentative conclusions 
regarding the association between infection by the 
“* respiratory syncytial ”’ virus and bronchopneumonia of 
infants. J. E. M. Whitehead 


271. Rapid Identification of Enteropathogenic Esch- 
erichia coli 0127:Bs by the Fluorescent Antibody Tech- 
nique 

J. WHITAKER, R. H. Pace, C. S. STULBERG, and W. W. 
ZuELZER. A.M.A. Journal of Diseases of Children 
[A.M.A. J. Dis. Child.| 95, 1-8, Jan., 1958. 4 figs., 
14 refs. 


The rapid examination of large numbers of stool speci- 
mens and the immediate identification of pathogenic 
bacteria therein are a necessity when dealing with out- 
breaks of epidemic diarrhoea and vomiting. The pres- 
ent paper, which comes from the Child Research Center 
of Michigan, Detroit, describes the application of the 
fluorescent antibody technique of Coons to this problem, 
specimens of stools obtained in 1954 during an epidemic 
of diarrhoea due to Escherichia coli O0127:Bs, which 
had been preserved by freezing at —20° C., being thawed 
and examined culturally and serologically and also by 
the fluorescent antibody technique. 

The globulin fraction of two rabbit antisera containing 
antibodies to Esch. coli 0127:Bgs and O125:B,s was 
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salted out with sodium sulphate and coupled to fluore- 
scein isocyanate by Coons’s method. One drop of saline 
suspension of stool was fixed on a slide by drying and one 
drop of antiserum allowed to act upon it for 45 minutes. 
Examination of the mounted film by ultraviolet light 
showed the specifically stained bacteria to have an in- 
tense green fluorescence. Experiments with other bac- 
teria and other strains of enteropathogenic Esch. coli 
showed that the reaction was specific for the two strains 
examined. A small number of cases of cross-agglutina- 
tion with other strains of Esch. coli was investigated, and 
such fluorescence as was obtained was found to be readily 
distinguishable from the true specific reaction. Com- 
parison of the results obtained by the fluorescent tech- 
nique with the cultural and serological findings in the 
present investigation and in 1954 showed that the infect- 
ing strain could readily be detected by the method 
described when cultures by orthodox methods were 
negative, either because the bacteria were present in low 
concentration or because they were dead. It is con- 
cluded that the fluorescent technique is both more rapid 
and more sensitive than identification by culture and 
specific agglutination. John M. Talbot 
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272. A Precipitation Reaction for the Diagnosis of 
Cysticercosis 

F. Brac F., and J. Tay. American Journal of Tropical 
Medicine [Amer. J. trop. Med.] 7, 63-65, Jan., 1958. 


One of 22 prepared antigens of Cysticercus cellulosae 
was selected and tested with the sera of 39 pigs with 
cysticercosis, 50 normal pigs, 1,108 unselected human 
sera, 1,043 unselected spinal fluids and 9 spinal fluids 
from human cases of cysticercosis. The reaction was 
sensitive; it did not give cross reactions in various para- 
sitoses including taeniasis, or in neurosyphilis. Antigen 
from Cysticercus cellulosae gave a positive reaction in all 
tested cases of cysticercosis cellulosae, and antigen from 
C. racemosus in all tested cases of cysticercosis racemosus. 
It will be useful to continue its evaluation in proven 
cases of human cysticercosis.—[Authors’ summary. ] 


273. Significance of Antistreptolysis Determinations 
and the Streptolysin-O Precipitation Test. (La reazione 
d’inibizione dell’emolisi e il test di precipitazione della 


O-streptolisina. Loro significato) 

G. pt Sapio and A. Fortunato. Rivista dell’ Istituto 
sieroterapico italiano (Riv. Ist. sieroter. ital.] 32, 439-445, 
Nov.—Dec., 1957 [received Feb., 1958]. 10 refs. 


In investigations reported from the University Institute 
of Hygiene and the Provincial Hygiene Laboratory, 
Naples, the authors carried out antistreptolysin-O (ASO) 
determinations in parallel with the capillary-tube strepto- 
lysin precipitation test of Carcassi (Giorn. Mal. infett., 
1956, 8, 519) on sera from patients with rheumatic or 
hepatic disease and from control subjects. The precipita- 
tion test is said to give a positive result in the presence of 
an ASO titre of 250 units or more. It is pointed out that 
a non-specific increase of antistreptolysin titre in the 


serum is observed in various liver disorders, tuberculosis, 
and lipoid nephrosis, and in some cases of Simmonds’s 
disease. This non-specific antistreptolysin cannot be 
absorbed by treating the serum with streptolysin, but it - 
can be removed by extracting the lipids from the serum. 
Its presence may be related to a decrease in the serum 
cholesterol ester level in relation to that of free cholesterol. 

A total of 50 sera were examined. Of 17 sera from 
patients with rheumatic disease (mostly cases of rheumatic 
fever in different stages but including 2 cases of rheuma- 
toid arthritis), 12 gave an ASO titre of 250 units or more, 
but only 6 of these gave a positive precipitation reaction. 
There was also one case in which a positive precipitation 
reaction was obtained although the ASO titre was only 
166 units. In the second group, comprising 11 cases of 
acute or chronic hepatitis with or without jaundice, 9 of 
cirrhosis, and one of syphilitic hepato-splenomegaly, the 
ASO titres ranged from 12 to 1,250 units. The precipita- 
tion test gave a false positive result in 5 cases in which the 
ASO titre varied from 50 to 125 units, and a false negative 
result in 8 cases in which the ASO titres ranged from 250 
to 2,500 units; in all the other 8 cases the ASO titre 
was below 250 units and the precipitation reaction was 
negative. The remaining 12 cases constituted a miscel- 
laneous group in which there was no evidence of strepto- 
coccal or liver disease. In this group the precipitation 
test gave one false positive and 3 false negative results, 
the reaction being negative and the ASO titre below 250 
units in the remaining 8 cases. 

The authors conclude that their findings confirm the 
value of the serum ASO determination in the diagnosis 
of diseases of streptococcal aetiology (provided that the 
non-specific reaction resulting from disturbances of lipid 
metabolism is borne in mind), but fail to confirm the 
parallelism between the ASO titre and the streptolysin 
precipitation reaction reported by others. 

F. Hillman 


274. Possible Protective Effect of Previous Type 2 
Infection against Paralytic Poliomyelitis Due to Type 1 
Virus 

W. McD. Hammon and E. H. Lupwic. American 
Journal of Hygiene [Amer. J. Hyg.] 66, 274-280, Nov., 
1957. 16 refs. 


It has been suggested in several published reports that | 
infection with Type-2 poliomyelitis virus might give 
significant protection against Type-1 paralytic disease. 
The findings in all these reports were open to question 
because nothing was known about the comparability of 
the populations studied or the adequacy of the sampling. 
In the present paper from the Graduate School of Public 
Health, University of Pittsburgh, the authors report a 
study of 81 laboratory-proven cases of Type-1 paralytic 
poliomyelitis from two separate areas—one in Iowa 
and the other in Texas—and of 80 infected sibling con- 
tacts of these patients who had also been shown by 
laboratory methods to have had a concurrent Type-l 
infection ‘‘ but without disease”. Although the age 
distribution in these two groups was almost identical, an 
age adjustment was made for purposes of comparison. 

It was found that the prevalence of Type-2 antibodies 
in patients who did not have paralysis and were not ill 
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when infected (18-89%) was double that in the paralytic 
group (9:1%). There was much less difference between 
the two groups in respect of the prevalence of Type-3 
antibodies (23-8 and 18-0% respectively). The extent of 
the paralytic involvement appeared to be less in the 7 
patients who had Type-2 antibodies in the serum than 
in those without such antibodies, and paralytic involve- 
ment, when it did occur in this group, was observed 
only in patients with a Type-2 antibody titre of less than 
1 in 64. A, Ackroyd 


275. Production of Tetanus Antitoxin by Patients with 
Hepatic Cirrhosis 

W. P. HAvens, R. M. Myerson, and J. KLATCHKO. 
New England Journal of Medicine [New Engl. J. Med.] 
257, 637-643, Oct. 3, 1957. 2 figs., 4 refs. 


It had been noted previously (J. Immunol., 1951, 67, 
347) that patients with hepatic cirrhosis have an unusual 
capacity to produce diphtheria antitoxin after receiving 
a stimulating dose of diphtheria toxoid. The authors 
suggest that it might be a considerable advantage to have 
homologous tetanus antiserum available in quantity 
since, in spite of the increased practice of active immuniza- 
‘ion against tetanus, passive immunization is still given 
on numerous occasions to individuals with a basic active 
immunity, thus entailing all the dangers attendant on 
heterologous serum therapy. The aim of the present 
investigation, carried out at Jefferson Medical College, 
Philadelphia, was therefore to discover a source of 
human high-titre tetanus antiserum. 

A group of 28 ex-servicemen with alcoholic hepatic 
cirrhosis, all previously immunized actively against 
tctanus during the second World War, were shown still to 
have high serum antitoxin levels, which in half the 
patients were between 0-2 and 3-2 units per ml. and in 
a further 8 patients ranged up to 25 units per ml. From 
25 of these patients who were challenged with a subcu- 
taneous dose of 0-5 ml. of tetanus toxoid serum samples 
were thereafter collected every 7 days for 28 days and 
titrated for their antitoxin content. The maximum titres 
attained ranged in 5 of these subjects from 113 to 905 
units per ml. and in a further 14 from 25 to 89 units per 
ml., while only 6 showed low titres ranging from 3-2 
to 17-7 units per ml. In ascitic fluid, when present, 
the titre was from one-half to three-fifths of that in the 
serum. In one case it reached 358 units per ml., and this 
particular patient was the only one to show any untoward 
reaction after immunization, this taking the form of 
severe ascites which disappeared within 6 weeks after 
repeated paracentesis and drainage. In general, the 
patients in good physical condition produced the highest 
serum levels of antitoxin. 

The authors are careful to stress, however, that the 
clinical use of homologous tetanus antiserum is not at 
present a practical proposition, since a method of return- 
ing the lost erythrocytes to the donor by the new tech- 
nique of plasmapheresis would first have to be worked 
out; further, it might be necessary to prepare the y- 
globulin fraction from such homologous antitetanus sera 
to avoid transferring serum hepatitis to the recipients. 

K. Zinnemann 
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276. - Study of Antirabies Immunization of Man 

J. P. Fox, H. Koprowski, D. P. Conwe.t, J. BLAck, 
and H. M. GELFAND. Bulletin of the World Health 
Organization [Bull. Wld Hith Org.] 17, 869-904, 1957. 
20 refs. 

This paper describes the results obtained in the primary 
immunization of human volunteers against rabies with a 
vaccine prepared from the Flury strain of virus rendered 
avirulent by repeated passage in chick embryos or with 
vaccines of the Semple, Harris, and Fermi types. The 
effect of a booster dose of the “ high-egg-passage ” 
(H.E.P.) Flury vaccine in restimulating immunity was 
also studied in subjects who had already been experi- 
mentally immunized or had previously received Pasteur 
treatment. 

The H.E.P. Flury vaccine used was a lyophilized pre- 
paration of homogenized chick-embryo material infected 
with virus of the 187th to 202nd passage. The other vac- 
cines were of commercial origin. The dose of H.E.P. 
Flury vaccine varied from 0-04 to 2 g. of the lyophilized 
material injected intramuscularly or intradermally as a 
67% suspension. The dose of the other vaccines was 
0-5 ml. (Semple and Harris) or 2 ml. (Fermi). Courses 
of one to 14 doses were given at intervals ranging from 
one to 20 days. Serological testing was limited to the 
demonstration of neutralizing antibody against the CVS 
rabbit-fixed strain of virus by means of intracerebral 
challenge in mice. Altogether, 694 persons were given 
primary immunization courses and 223 booster injections 
of H.E.P. Flury vaccine. Grave allergic reactions 
occurred in 2 of the former but in none of the latter. 
Local and general reactions to the intramuscular injection 
even of large doses were not prominent, but intradermal 
injection caused an erythematous reaction 7 to 10 cm. 
in diameter lasting for some days in most cases. 

The authors point out that since primary immuniza- 
tion against rabies is an emergency procedure its effective- 
ness depends not only on the ultimate level of antibody 
produced in the serum, but also on the speed of its 
appearance. Antibody response to the H.E.P. Flury 
vaccine was at least as rapid as that to the other types, 
but was less uniform, and the level reached was not so 
high. The most promising courses consisted of 3 or 4 
doses at 5-day intervals, 18 out of 19 volunteers who 
received 0-04 to 0-16 g. intradermally showing a satis- 
factory antibody response within 30 days of the first 
injection. For restimulation of pre-existing immunity 
it was found that small intradermal doses of H.E.D. 
Flury vaccine were as effective as larger intramuscular 
injections. Simultaneous passive immunization with 
hyperimmune serum appeared to have a definite, though 
slight, suppressive effect on the active response to H.E.P. 
Flury vaccine, but this is not considered to be of practical 
significance. 

The authors conclude that, although living, the H.E.P. 
Flury virus does not appear to multiply extraneurally in 
man, so that its immunizing effect depends entirely on 
the original virus content of the vaccine; hence only 
those strains with the highest antigenic titres should be 
used for the preparation of vaccines. They are of the 
opinion that the vaccine is of use for the prophylactic 
inoculation of persons with a high risk of exposure to 
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infection and for the re-vaccination of such persons and 
those who have undergone Pasteur treatment, a single 
dose every 2 years being recommended to maintain an 
adequate antibody titre. W. K. Dunscombe 


277. Preliminary Observations in Primary Antirabies 
Immunization of Man with Different Types of High-egg- 
passage Flury Virus 

G. R. SHarptess, J. Brack, H. R. Cox, and J. M. 
RueGseGcer. Bulletin of the World Health Organiza- 
tion (Bull. Wild Hith Org.| 17, 905-910, 1957. 5 refs. 


The authors immunized 201 volunteers against rabies 
with 3 different types of “* high-egg-passage ” (H.E.P.) 
Flury vaccine, giving 3 intradermal injections of 0-2 ml. 
of a suspension of lyophilized material equivalent to 35% 
tissue concentration into the volar surface of the forearm 
at 5- to 7-day intervals. A serum specimen was taken 
from each volunteer before and in the second month after 
vaccination, and the antibody concentration estimated 
in the usual manner with the CVS rabbit-fixed strain of 
virus, with intracerebral challenge in mice. 

Of 52 subjects receiving a vaccine with a titre of 105°! 
LDspo for suckling mice per ml., only 33 (63-59%) showed 
an antibody response. The remaining 149 subjects 
received vaccines with titres of 106° LDso or more per ml., 
and 142 (95°%) responded, the best response (100% of 
79 subjects) and the fewest side-reactions being obtained 
with a centrifuged vaccine. 

These results confirm the conclusion of Fox et al. [see 
Abstract 276] that the response to the H.E.P. Flury 
vaccine is related to its virus content. The present 
authors consider, however, that a definite advance has 
been made in the refinement of the vaccine by the use of 
centrifugation instead of filtration, the incidence of side- 
reactions being considerably reduced. 

W. K. Dunscombe 


278. Rabies Neutralizing Antibody Response to Differ- 
ent Schedules of Serum and Vaccine Inoculations in Non- 
exposed Persons: Part II 

P. ATANASIU, M. BAHMANYAR, M. BALTAZARD, J. P. 
Fox, K. Hapet, M. M. R. E. KIssLING, A. 
Komarov, H. Koprowski, P. Lépine, F. PEREZ Ga- 
LLARDO, and M. SCHAEFFER. Bulletin of the World Health 
Organization [Bull. Wild Hith Org.] 17, 911-932, 1957. 
10 refs. 


In this report on experiments with rabies antiserum 
and vaccines, the first part of which has already been 
published (Bull. Wid Hlth Org., 1956, 14, 593) the 
authors describe an extensive series of tests on adult 
human volunteers, none of whom had any previous 
history of exposure to rabies or of preventive inoculation 
against the disease. Different groups of subjects were 
immunized with phenolized and “ high-egg-passage ”’ 
(H.E.P.) Flury [see Abstract 276] vaccines, with and 
without antirabies serum, and some of the subjects 
received booster doses of Flury vaccine, serum, or both 
together at different times after immunization. Blood 
was taken for neutralization tests before and at varying 
intervals up to 60 days after immunization, and 30 days 
after injection of a booster dose. Two different phenol- 
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ized vaccines were used, one a 5% goat brain suspension 
in doses of 2 ml. and the other a 20% rabbit brain sus- 
pension in doses of 0-5 ml., and were given subcutane- 
ously. The H.E.P. Flury vaccine was a 35°% suspension 
of whole chicken embryo infected with the 197th passage 
of virus and was given intradermally in doses of 0-2 ml. 
The antiserum was obtained from hyperimmunized horses 
and was given intramuscularly in doses of 0-5 ml. per kg. 
body weight. The number of doses of the various agents 
and the intervals between them varied from group to 
group. 

The results may be summarized as follows. After 14 
daily injections of phenolized vaccine antibodies were 
present in the blood up to at least the 60th day, though in 
many cases they did not appear until 10 to 15 days after 
completion of the course. The injection of one dose of 
antirabies serum together with the first dose of vaccine 
interfered with the antigenic action of both phenolized 
and Flury vaccines when these were given in 3 doses 5 
days apart, but had no such effect when 14 daily injec- 
tions of phenolized vaccine were given. However, 2 
doses of serum, given on the Ist and 5th days of a 14- 
day course definitely reduced the antibody response. 
The authors conclude that immunization with reduced 
schedules of H.E.P. Flury vaccine cannot replace the 
‘minimum 14-day course with phenolized vaccine for the 
treatment of persons who have been exposed to rabies 
infection, but the use of this vaccine for prophylaxis is 
possible and may reduce the incidence of paralytic acci- 
dents. Booster doses of H.E.P. Flury vaccine may be 
useful for those who have received previous antirabies 
treatment. W. K. Dunscombe 


279. The Immunological Aspect of Sarcoidosis 
K. M. Crrron. British Journal of Dermatology (Brit. J. 
Derm.] 70, 48-57, Feb., 1958. 7 figs., 19 refs. 


In this paper from the Brompton Hospital, London, 
the immunological aspect of sarcoidosis and the evidence 
which this provides concerning the relationship between 
this disease and tuberculosis are discussed. Low 
tuberculin sensitivity is a characteristic of sarcoidosis; 
some 71 out of 102 patients with sarcoidosis failed to 
react to 100 t.u. of P.P.D., compared with 7. out of 35 
controls. There is also a poor response in sarcoidosis 


to other antigens which usually elicit a delayed reaction, - 


including trichophytin, mumps virus, and pertussis 
agglutinogen. On the other hand skin reactions of im- 
mediate type (or histamine release reactions) are normal. 
Thus, patients with sarcoidosis may get urticaria, angio- 
neurotic oedema, or allergic asthma. There appears 
to be a deficiency rather than a complete absence of 
tuberculin antibody in sarcoidosis, and patients who 
are insensitive to tuberculin may, under the influence 
of cortisone, react to tuberculin. Discussing the Kveim 
test, the author states that its diagnostic value cannot 
be relied upon unless the antigen has been assayed and 
found satisfactory in a sufficient number of patients with 
sarcoidosis and in controls. 

Evidence is presented suggesting that sarcoidosis may 
result from tuberculous infection. 

E. W. Prosser Thomas 
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280. Prolonged Cough Suppression 


{New Engl. J. Med.] 258, 63-67, Jan. 9, 1958. 3 figs., 
refs. 


Experience is reported of a new compound for the 
-uppression of cough. This is a complex formed by 
.. mixture of dihydrocodeinone and the antihistaminic 


phenyltoloxamine (“ histionex with a sulphonic resin 
: cad is designed to allow slow and steady release of the 
r active drugs in the gastro-intestinal tract. The usual 
f cose is the equivalent of 5 mg. of dihydrocodeinone. 
of At the General Hospital, Rochester, New York, some 
d 154 children suffering from distressing cough due to a 
5 viriety of diseases were treated with this compound and 
with other antitussive agents. Prolonged cough 
: suppression with freedom from side-effects was noted in 
- tle majority of those given the drug-resin complex. It 
E. p-oved to be superior to an aqueous mixture of the two 
d d-ugs, and the resin itself was shown to be devoid of 
. cough-suppressing activity. Bernard Isaacs 
cs 2:1. Laboratory and Clinical Observations on Three 
is S:milar Diuretic Agents: Aminophylline, Aminometradine 
i (Mictine) and Aminoisometradine (Rolicton) 
be R. V. Forp, J. H. Moyer, C. A. HANDLEY, C. L. Spurr, 
es and J. B. ROCHELLE. American Journal of the Medical 
Sciences [Amer. J. med. Sci.] 234, 640-655, Dec., nee. 
5 tigs., 3 refs. 
Of the three diuretic agents of the pyramidine group 
oa in\ estigated in this study, reported from Baylor University 
College of Medicine, Houston, Texas, aminoisometradine 
on, (“ rolicton’’) and aminometradine (‘‘ mictine’’) dre 
nce uracil derivatives, while aminophylline is a derivative of 
een xanthine. All three were tested in the laboratory and 
ow observations made on renal haemodynamics and the 
sis’ excretion of water and various electrolytes, while assess- 
i to ment of the clinical potency was based on their ability to 
f 35 increase sodium excretion, as compared with that of the 
losis mercurial diuretic meralluride. The laboratory studies 
ion, - were carried out on anaesthetized and catheterized dogs 
assis and the agents were given intravenously in doses of be- 
ime tween 5 and 30 mg. per kg. body weight. Glomerular 
mal. filtration rate and renal plasma flow were determined and 
ngi0- renal blood flow calculated, in addition to measurements 
pears of water and electrolyte excretion. A clinical trial was 
e of carried out on 10 male patients with controlled congestive 
who heart failure at the Veterans Administration Hospital, 
sence Houston, whose usual medication for the heart condition 
“veim was maintained during the tests. 
snnot All three drugs showed similar effects on the renal 
4 and transport mechanism for various electrolytes. _ The maxi- 
swith j ™um effect of intravenous aminophylline occurred within 
: 2 hours, while that of aminoisometradine and amino- 
5 may metradine did not develop until 6 to 12 hours after ad- 
ministration. It is suggested that aminophylline, with 
_ its rapid, short-lived action following intravenous in- 
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E. H. TowNseND. New England Journal of Medicine 
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jection, is most useful in acute states of cardiac decom - 
pensation and might be useful for enhancing the action 
of mercurial diuretics. The other two agents are both 
useful oral diuretics, but are only moderately potent, 
being 0-5 and 0-7 times as active respectively as paren- 
teral meralluride. They would probably be of most 
value in the treatment of patients with mild heart failure 
or for prolonging the period between injections of the 
organic mercurials in cases of moderately severe to severe 
heart failure. 

Full details of the results of the laboratory studies are 
presented in six tables. I. M. Rollo 


282. Effect of Chlorothiazide on Electrolyte Transport 
in Man. Its Use in the Treatment of Edema of Congestive 
Heart Failure, Nephrosis, and Cirrhosis 

J. H. LARAGH, H. O. HEINEMANN, and F. E. DEMARTINI. 
Journal of the American Medical Association [J. Amer. 


med. Ass.) 166, 145-152, Jan. 11, 1958. 7 figs., 9 
refs. 


Chlorothiazide, the recently introduced oral diuretic 
agent, was given at the Presbyterian Hospital, New York, 
to 32 oedematous. patients, of whom 18 had congestive 
heart failure (4 of these also having pulmonary disease 
and carbon dioxide retention), 9 cirrhosis of the liver, 
and 5 the nephrotic syndrome. These patients, who 
ranged in age from 4 to 83 years, were receiving a low- 
sodium diet (less than 12 mEq. daily) and were observed 
for control periods before being given chlorothiazide and 
other diuretic agents, singly in varying order and also in 
various combinations. 

Of the 14 patients with heart failure but without lung 
disease, whose average control urinary sodium output 
was 3-2 mEq. per 24 hours, 11 responded to chlorothia- 
zide with increased sodium excretion (37 to 265 mEq. 
daily); of the 3 who were resistant to chlorothiazide, 
organic mercurials, and acetazolamide singly, 2 responded 
to chlorothiazide and mercury in combination. The 4 
patients with cor pulmonale responded to chlorothiazide, 
although 2 of them had been resistant to mercury; they 
lost the respiratory acidosis, but developed metabolic 
alkalosis and 2 became very weak. Of the 5 nephrotic 
patients, 2 were children who had not responded tosteroid 
and albumin therapy, and these now showed an initial 
diuresis in response to chlorothiazide, but thereafter 
had excessive urinary loss of potassium chloride. The 
3 adult nephrotic patients responded with a marked 
diuresis with loss of all the oedema, so long as chloro- 
thiazide was continued. Of the 9 cirrhotic patients, only 
3 had shown some slight response to mercurials; when 

chlorothiazide was given 3 of them lost their ascites, 3 
responded temporarily, and 3 developed hypopotass- 
aemia and hypochloraemia. Doses of 2 g. of chloro- 
thiazide daily produced a maximum response, whereas 
doses of 0-5 or 1 g. elicited only a partial response. 
Plasma levels of the drug ranging from 1 to 6 mg. per 
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litre were achieved with daily doses of 2 g. No side- 
effects occurred with daily doses as high as 8 g. 
Moderate hypopotassaemia and hypochloraemic alkalosis 
occurred in most patients. It is recommended, therefore, 
that chlorothiazide should either be given on an inter- 
mittent dosage schedule or accompanied by supple- 
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few minutes before the morphine, of 50 mg. of cyclizine 


hydrochloride marzine ’’). Amiphenazole in doses of 
40 mg. diminished the drowsiness, but not the vomiting, 
resulting from the injection of morphine. The results. 
of trials with a combination of amiphenazole and cyclizine 
suggested that the two drugs tended to cancel each other 


ments of potassium chloride. K. G. Lowe out. 2 
These results are discussed with reference to the 
. Comparison Buff nbuff j. authors’ clinical experience in countering the side-effects 
Acid of morphine in patients with incurable painful diseases. 
: R. C. BATTERMAN. New England Journal of Medicine Selected case histories are reported to emphasize the 
oF [New Engl. J. Med.] 258, 213-219, Jan. 30, 1958. 16refs. Value of amiphenazole in countering the depression P 
A total of 160 patients at four hospitals in New York P 
phine. In a few patients with severe pain, however, the re 
~~ vomiti nd in these cases cyclizine is the antidot 
$4 salicylic acid either alone or with the addition of small a" is mouth, but 
amounts of ally has to be given intramuscularly or intravenously (in th 
required for the onset of analgesia, the degree of anal- () di 
sion, for which amiphenazole sho used, if necessary Oi 
i. It rege a addition thy — to in doses of 40 to 100 mg. 4 times a day; and (3) nausea m 
Ae acetylsalicylic acid results in no particular advantage. and vomiting, which are best treated with cyclizine. th 
Norval Taylor P. Mestitz 
ar 
~ 284. Laboratory and Clinical Studies with Buffered and th 
ye Nonbuffered Acetylsalicylic Acid 286. The Effect of Phenothiazine Derivates on Thio- re: 
ee G. A. Cronk. New England Journal of Medicine [New barbiturate Narcosis ‘ nc 
J. W. Dunpee and W. E. B. Scorr Anesthesia and 
ve Engl. J. Med.) 258, 219-221, Jan. 30, 1958. 2 figs. : : in 
In this paper from Syracuse University, New York, the 2 In 
.] 37, 12-19, Jan.—Feb., ., 18 refs. . 
results are reported of: (1) a cross-over study of the blood hl d lia 
. salicylic acid curves in 20 healthy volunteers following _, The effect of chlorpromazine and some other deriva- In 
, = doses of 0-6 g. of buffered and of non-buffered acetyl- tives of phenothiazine on the — ane sig 
i, salicylic acid, and (2) a double-blind study of the reactions "4Tcosis produced by peg mone thiamylal, and thial- ly] 
~~. of 196 patients suffering from various painful conditions >arbitone in the rat and dog og Bestar or at the 
a to 667 doses (each of 0-6 g.) of non-buffered aspirin and University of Liverpool. Each of the barbiturates a 28 
BS 3 of 212 similar patients to 757 doses of the same amount of _8!ven to a number of animals and the — of sleep. Bag 
a buffered aspirin. No statistical difference was observed Measured. After an interval of at least 2 weeks the same G. 
adel between the two preparations in respect of the time  40s¢ of barbiturate was oie to the same animals follow- Tu 
; required for the relief of pain, the duration of the relief, ‘8 administration of ¢ ag ig herein 76. 
ee. or the degree of analgesia. The average blood salicylic  ‘iethazine, —— morphine, or buto a a 
a | acid curves up to one hour after taking the dose were the rat it was found that chlorpromazine pro onged the 
2 practically identical for both preparations. The inci- duration of sleep produced by all pow repr - 
dence of gastro-intestinal disturbances was 0-4°% for the prolongation being tot 
the buffered aspirin and 0-7%% for the non-buffered drug.  Promazine apres. _In th the rat an the dog owe st 
Norval Taylor chlorpromazine initially the narcosis produced by thio- a 
pentone was more prolonged than that produced by me 
thiamylal. Neither diethazine nor pethidine resulted mic 
285. Treatment of Certain Side-effects of Morphine in much prolongation of the narcosis achieved with thia- lon 
R. Gray, mylal, but when a mixture of chlorpromazine and pethi- 
Cance, and D. W. Bruce. British Medical Journal gine was given the increase in the duration of sleep was y 
[Brit. med. J.] 1, 675-680, March 22, 1958. 12 refs. similar to that produced by chlorpromazine alone. It Sci. 
This paper from the University of Melbourne reports was also found that a combination of chlorpromazine neit 
experiments to determine the efficacy of certain drugs in with butobarbitone or morphine resulted in a greater pre 
the treatment of the side-effects of morphine. The sub- increase in the duration of action of thiopentone “ than the 
jects were healthy volunteers and a group of female would be expected from a simple summation of the h 
patients awaiting minor surgery. The injection of mor- effects of the drugs administered separately”: The o 


maximum potentiating effect of chlorpromazine was 
observed 2 to 24 hours after intramuscular injection of 
the drug. Mark Swerdlow 


phine intramuscularly in doses of 20 to 30 mg. resulted in 
a very high incidence of nausea and vomiting. This 
was significantly reduced by the oral administration, a 
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237. Sensitivity to Repository Penicillins 
R. R. WiLtcox and G. R. Fryers. British Journal of 


ts Venereal Diseases [Brit. J. vener. Dis.] 33, 209-216, Dec., 
* 1957. 9 figs., 20 refs. 
he Because of the fear that the long-acting types of 
yn penicillin may have introduced an additional hazard by 
vr- prolonging the risk of sensitivity reactions the authors 
he report their experience in the treatment with penicillin of 
nd patients with venereal disease. In 895 such patients 
of treated over an Il-year period at King Edward VII 
yn- Hospital, Windsor, and St. Mary’s Hospital, London, 
(in the incidence of side-reactions probably ascribable to the 
are repository penicillin preparation used was shown to be 
on- 2:9% (26 cases), while the inclusion of reactions possibly 
res dve to penicillin (17 cases) raised this figure to 4-8%. 
reS- The penicillin preparations employed were penicillin in 
ary oi. and beeswax, procaine penicillin with aluminium 
sea monostearate (P.A.M.), benzathine penicillin, and bene- 
thamine penicillin. In those affected the incidence of 
Zz reactions was directly related to the number of injections 
and to the dosage, and therefore to the duration of 
therapy and to previous penicillin therapy. Thus no 
hio- reactions occurred among patients with gonorrhoea, who 
normally received only one injection, while the greatest 
and incidence was noted in patients with late or latent syphilis. 
curr. In this group those with leg ulceration were particularly 
liable to sensitivity reaction. There was no significant 
riva- increase in the number of reactions with time, and no 
n of significant differences were found between the different 
hial- types of penicillin used. F. W. Chattaway 
t the 
} was 288. The in vitro Action of Antituberculous Agents 
sleep. @ against Multiplying and Nonmultiplying Microbial Cells 
same G. L. Hopspy and T. F. Lenert. American Review of 
llow- Tuberculosis and Pulmonary Diseases [Amer. Rev. Tuberc.] 
— 16, 1031-1948, Dec., 1957. 10 figs., 44 refs. 
d the This report describes the results of further studies by 
rates, the authors on the action of streptomycin, isoniazid, and 
chior- viomycin on the tubercle bacillus in vitro. Mycobac- 
given terium tuberculosis Strain H37Rv was inoculated under 
thio- standard conditions into a “ tween ”’’—albumin liquid 
ed by medium containing various concentrations of the anti- 
sulted microbial agents and incubated at 37° C. for 14 days or 
n thia- longer. The number of culturable units was deter- 
pethi- mined at various intervals during the incubation period 
=p was by the method of Fenner and Pierce (Ann. N. Y. Acad. 
2 Sci., 1949, 52, 751), though the authors emphasize that 
mazine neither this nor any other available procedure is “‘ entirely 
greater precise *’, and they admit that “* no real control exists for 
“ than the studies from which these impressions were derived ”’. 
of the In cultures containing no antibiotic the total number of 
The generations plotted against time increased along a straight 
os was line up to the 7th day. Thereafter, the generation time 
tion of increased gradually until, between the 11th and 14th days, 
-dlow itexceeded 250 hours. In cultures containing 1 and 10 
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pg. of streptomycin per ml. the number of survivors 
diminished at a constant rate until approximately 99°% 
of the organisms were killed. After the 7th day, how- 
ever, the rate of killing diminished until, between the 11th 
and 14th days, the previously effective concentration of 
the drug was unable to eradicate any surviving organisms. 
Curves showing the effect of isoniazid, viomycin, and oxy- 
tetracycline followed the same pattern. The possibility 
suggested by these findings that non-multiplying cells 
might be insusceptible to antimicrobial agents was tested 
with 4- to 5-day cultures of Strain H37Rv which were 
centrifuged and resuspended in phosphate buffer at pH 
6:8. On incubation at 37° and 22° C. multiplication of 
the organisms failed to occur in this buffered menstruum, 
and no diminution in the number of culturable cell 
units occurred in the presence of streptomycin, isoniazid, 
or viomycin in concentrations of 1, 10, or 100 xg. per ml., 
although a concentration of 1,000 ug. of isoniazid per ml. 
was effective in one unconfirmed experiment. It was 
shown by subsequent subculture on to a solid oleic acid— 
albumin medium that the proportion of streptomycin- 
resistant cells did not increase during incubation with 
the drug in the buffered menstruum, so that this could not 
account for the effect observed. 

To determine the effect of previous and concomitant 
contact with streptomycin on the susceptibility of Myco. 
tuberculosis to isoniazid, streptomycin susceptibility tests 
were carried out in the usual way, the minimum inhibitory 
concentration of streptomycin being found to be 0-63 jg. 
per ml. of medium. The small number of cells surviving 
after 12 days’ incubation in contact with this concentra- 
tion or with 0-31 zg. per ml. showed rapid multiplication. 
If 0-1, 1, or 5 yg. of isoniazid per ml. was now added, 
however, the number of culturable cell units again | 
rapidly decreased for 7 days, after which the antimicrobial 
agents again became ineffective. In the absence of 
isoniazid the generation time of the organisms which had 
survived contact with streptomycin had increased by this 
time to more than 40 hours. In similar experiments it 
was shown that previous contact with isoniazid in con- 
centrations equal to or greater than its minimum in- 
hibitory concentration did not interfere with the subse- 
quent action of streptomycin on the survivors. In both 
experiments the higher the concentration of the first 
drug used, the more readily were the survivors destroyed 
by the second. 

The significance of these findings in respect of the 
mode of action of the antituberculous drugs is discussed. _ 
Although the generation time of those cells which survive 
contact with these drugs is markedly increased, this in- 
crease is not always followed by death of the microbial 
cell and “‘ it would appear that inhibition of cell multipli- 
cation and actual killing . .. may possibly occur through 
two separate mechanisms’’, bactericidal action being only 
an indirect result of antimicrobial action. 


I. M. Librach. 
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289. Artificial Respiration with the Tunnicliffe Breathing- 
jacket 

J. M. K. SPALDING and L. Opie. Lancet [Lancet] 1, 
613-615, March 22, 1958. 5 figs., 7 refs. 


The authors describe a new type of apparatus for arti- 
ficial respiration, the Tunnicliffe breathing-jacket, which 
they have tested at the Radcliffe Infirmary, Oxford, on 
healthy subjects and patients with poliomyelitis or my- 
asthenia gravis. The principle of the Tunnicliffe appara- 
tus is essentially the same as that of the cuirass respirator. 
The cuirass, however, has the disadvantage that it does 
not allow full expansion of the chest, whereas the new 
jacket is kept away from the chest and anterior abdominal 
walls by a plastic shell, which prevents any restriction of 
their movement. A correct fit with the appropriate 
size of jacket is essential. 

Although, in the authors’ experience, its efficiency is 
greater than that of the cuirass, the Tunnicliffe jacket 
does not give such good vital capacity figures as does 
intermittent positive pressure respiration. It should 
prove useful in weaning patients from the latter or from 
the tank respirator, or in transporting patients with 
respiratory paralysis. D. D. C. Howat 


290. Respiratory Illness in Six Infants Infected with a 
Newly Recognized ECHO Virus 

H. G. CRAMBLETT, L. Rosen, R. H. Parrott, J. A. BELL, 
R. J. HuesBNer, and N. B. McCuLLouGuH. Pediatrics 
[Pediatrics] 21, 168-176, Feb., 1958. 2 figs., 22 refs. 


During a survey of children from a Washington 
orphanage, carried out at the U.S. National Institutes of 
Health, Bethesda, from February to July, 1956, a new 
virus of the “ enteric cytopathogenic human orphan ”’ 
(E.C.H.O.) group was found in 6 cases; the authors have 
named it the JV-1 virus. Soon after admission to the 
orphanage the 6 infants, whose ages ranged from 5 to 
14 months, developed a mild febrile illness, of which 
coryza, pharyngitis, and diarrhoea or foul stools were 
constant features, and vomiting, conjunctivitis, and red 
ear-drums were frequently present. 

The virus was recovered from nasal or anal swabs (in 
cultures of HeLa or monkey kidney cells) from one day 
before to 26 days after the onset of the illness. Neutral- 
izing antibodies were detected in all cases, reaching a 
peak titre 11 to 27 days after the onset; 4 of the patients 
also developed complement-fixing antibodies against 
JV-1 virus. Antiserum to the virus did not neutralize 
poliomyelitis virus (Types 1, 2, and 3), Coxsackie A virus 
(Types 7 and 9), Coxsackie B virus (Types 1 to 5), or 
E.C.H.O. virus, Types 1 to 19, nor did antisera to these 
various viruses neutralize JV-1 virus. The latter did 
not produce the complement-fixing antibody shared by 
the adenovirus group. The patients’ only known con- 
tact with illness was in “‘ the virus-laden environment of 
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the orphanage”. It is suggested that this virus may 
prove to be one of a number which cause acute naso- 
pharyngitis, or an illness like the common cold. 

= G. C. R. Morris 


291. Respiratory Deaths Associated with Asian Influenza 
Epidemic. Report of Twenty-three Cases 

R. E. HERRMANN, G. I. OGurRA, E. S. JOHNSON, H. W. 
Tott, and W. C. Waite. Journal of the American — 
Medical Association [J. Amer. med. Ass.| 166, 467-471, . 
Feb. 1, 1958. 4 figs., 8 refs. 


Between October 3 and October 20, 1957, 23 consecu-_ 
tive cases of sudden death were reported to the coroner 
at Denver, Colorado, acute respiratory inflammation 
associated with epidemic Asian influenza being con- 
sidered to be the cause in each case. In 8 cases there was 
a history of symptoms suggestive of a severe respiratory 
disease, and in 4 symptoms of a minor respiratory disease. 
In 6 cases “flu” had been diagnosed. Antibiotics 
had been given to only 3 of the patients. At necropsy 
there was an unusual degree of largyngeal, tracheal, and 
bronchial inflammation, and various types of pneumonia 
werefound. Pneumococci or staphylococci were isolated 
in 17 of the 23 cases. [No results of virus studies are 
reported.] Of special significance was the fact that in 
11 out of the 13 cases in subjects over 30 years of age 
a history and signs of alcoholism or chronic liver disease 
were present. John Fry 


292. Epidemic Infection with Coxsackie Virus Group B, 
Type 5. I. Clinical and Epidemiologic Aspects 

H. Rusin, P. H. Lewan, I. L. Doto, T. D. Y. Cun, 
R. H. HEEREN, O. JOHNSON, H. A. WENNER, and M. L. 
Furcotow. New England Journal of Medicine [New 
Engl. J. Med.] 258, 255-263, Feb. 6, 1958. 20 refs. 


During the summer of 1956 a febrile illness which was 
shown to be due to Coxsackie virus Group B, Type 5, 
assumed epidemic proportions in Cerro Gordo County, 
Iowa, centring on the county town, Mason City. It is 
noted that 44 out of 63 males and 32 out of 59 females 
affected were under 20 years of age. The syndrome of 
aseptic meningitis was observed in 56 cases, the symptoms 
including fever, severe headache, nausea, and repeated 
episodes of vomiting. The physical findings were limited 
to nuchal rigidity and congestion of the pharyngéal 
mucous membrane. Of 45 cases in which the cerebro- 
spinal fluid was examined, pleocytosis was present in 43, 
polymorphonuclear leucocytes being observed in the 
early phase of the illness, though subsequently mono- 
nuclear cells predominated; the average count was 570 
cells per c.mm. 

Coxsackie virus Type 5 was isolated from 82 of 135 
specimens of faeces, 12 of 46 throat washings, and 2 of 
19 specimens of cerebrospinal fluid examined. Sero- 
logical studies showed an increase in the level of neutral- 


- izing antibodies. In many cases the virus was also iso- 
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lated from family contacts of the patients. The fact 
that virus was isolated from the stools up to 20 days after 
onset of the illness is considered to indicate that the 
period of communicability was of long duration, thus 
affording ample opportunity for spread by contact. 
[he incubation period was estimated to be 3 to 5 days. 
fransmission of the virus was considered to have taken 
place by person-to-person contact, either by the faecal- 
oral or by the respiratory route. The epidemic curve 
was not characteristic of an infection which had emanated 
‘rom a common source. A. Garland 


-93. The Behaviour of the Vaccinia Virus in the 
Organism in Disorders of the Central Nervous System 
following Vaccination. (Das Verhalten des Vakzinevirus 
in Organismus bei zentralnervésen Impfschaden) 
SmeGERT. Deutsche medizinische Wochenschrift 
| Dtsch. med. Wschr.] 82, 2021-2024 and 2061-2065, Nov. 
29 and Dec. 6, 1957. 4 figs., 41 refs. 


In Hesse, West Germany, during the 7-year period 
1950-6 nervous reactions following officially sponsored 
vaccination against smallpox occurred in 47 cases, calf 
lymph being the medium used. In 38 cases the complica- 
tion was associated with primary vaccination and in 19 
with revaccination. The patients (23 male, 24 female) 
varied in age between 5 months and 14 years. There 
w:re 26 deaths, 23 after primary and 3 after revaccina- 
tion. Cerebrospinal fluid (C.S.F.) was obtained in 21 
ceses and blood in 17 cases for virological examination. 
Cultures were made by seeding on to the chorio-allantois 
ol 12-day chick embryos and the skin and corneae of dogs, 
the first of these methods proving the most satisfactory. 
In all fatal cases a full histological examination of the 
nervous system was performed. 

Histological evidence of encephalomyelitis was found 
in 16 of the fatal cases; in 7 of these vaccinia virus was 
recovered from the inoculation site, in 2 from the regional 
lymph nodes, in 5 from the blood, in 3 from the C.S.F., 
and in 5 from brain tissue. In the 10 other fatal cases 
lesions unconnected with the vaccination, mainly broncho- 
pneumonia, were found post mortem; in 2 of these 
vaccinia virus was found at the inoculation site and in 
one in the blood. In 8 of the survivors a clinical diag- 
nosis of post-vaccinal encephalitis was made, virus being 
found in the C.S.F. in 3 of these cases. In the remaining 
13 cases the condition was considered to be of mixed 
aetiology, virus being found in the blood and C.S.F. in 2 
and in the C.S.F. alone in one. 

The virus was most frequently isolated from the C.S.F. 
or brain tissue between the 7th and 10th days after vac- 
cination. However, the author holds that its presence 
there alone does not necessarily imply active involvement 
of the central nervous system. The concentrations of 
virus in the C.S.F. in 2 cases, as determined from cultures 
on chorio-alantois, were 30 and 80 particles per ml. 
The majority (34) of the 38 cases of encephalomyelitis 
following primary vaccination occurred during the first 
2 years of life, virus being recovered from the C.S.F. or 
brain tissue in 9 cases. Of the 9 patients developing 
encephalomyelitis after revaccination, 8 were 12 and one 
13 years old; only in 2 of these cases was the virus 
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recovered from the central nervous system. The amount 
of virus present in the lymph nodes was commonly very 
little and the author considers that the lymphatic system 
does not play an important role in the spread of virus in 
the body. The virus was isolated from only 8 out of 35 
blood samples cultured, being found in 6 of these be- 
tween the 6th and 11th days after vaccination. The 
author discusses these findings in relation to the role of 
viraemia in the pathogenesis of the disease. 

[A paper which is difficult to read in the original, but 
one which nevertheless merits reading in full for the light 
it sheds on the — problem of vaccinal encepha- 
litis.] I. M. Librach 


294. Advances in Rabies Treatment. An Experimental 
Evaluation 

N. VEERARAGHAVAN, A. BALASUBRAMANIAN, and T. P. 
SUBRAHMANYAN. Bulletin of the World Health Organiza- 
tion [Bull. Wid Hith Org.| 17, 943-962, 1957. 15 refs. 


From the Pasteur Institute of Southern India, Coonoor, 
the authors report a series of experiments on the treat- 
ment of rabies in guinea-pigs with hyperimmune serum, 
5% Semple vaccine, “* high-egg-passage ” (H.E.P.) Flury 
vaccine, and combinations of serum and vaccine. The 
methods used were standardized so far as possible. 

For these animals the injection of serum before or after 
infection had no saving effect, though the incubation 
period was lengthened. The best results were obtained 
with a combination of serum and Semple vaccine under 
certain conditions, but there appeared to be an optimum 
relationship between the dosages of serum and vaccine. 
Treatment could be started up to 6 days after infection, 
after which serum was of little value. H.E.P. Flury vac- 
cine given before infection gave very good protection, but 
after infection this vaccine, even when combined with 
serum, was of no value against the fairly virulent strains 
of street virus met with in India. W.K. Dunscombe 


295. Local Treatment of Wounds to Prevent Rabies 

F. PEREZ GALLARDO, E. ZARZUELO, and M. M. KAPLAN. 
Bulletin of the World Health Organization (Bull. Wid Hlth 
Org.] 17, 963-978, 1957. 17 refs. 


The authors report a series of experiments on the 
treatment of rabies in guinea-pigs. A strain of street 
virus obtained from the brain of a dog with laboratory- 
confirmed rabies was used for infection. After 3 pas- 
sages in guinea-pigs the virus was injected intracerebrally 
into dogs, whose salivary glands were then emulsified. 
In preliminary tests wounds were produced in the hind 
legs of the guinea-pigs with infected rat-toothed forceps 
in three ways, virus suspension also being applied with 
a brush; (1) the skin was punctured without causing 
muscular damage or bleeding; (2) a linear tear was made 
instead of the puncture, but again no muscle was in- 
volved and bleeding was slight; and (3) a linear tear was 
made and the subjacent muscle punctured. This last was 
the only method which regularly produced the disease, 
and was adopted as the standard method. 

Various forms of local treatment were then tried, not- 
ably with 70% nitric acid, a detergent used for general 
cleansing purposes, hyperimmune antirabies serum infil- 
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trated under the wound, and “* zephiran ”’ (a 1% solution 
of benzalkonium chloride). Nitric acid appeared to 
have a protective value when applied locally up to 4 
hours after infection, and serum injected locally up to 24 
hours after infection. The detergent solution and 
zephiran had a small protective effect when painted on 
the wound up to 3 hours after infection. The local 
application of serum seemed to have a protective effect 
apart from its systemic action. 

For the local treatment of wounds suspected of infec- 
tion with rabies virus the authors advise vigorous washing 
or irrigation with soap or detergent solutions, especially 
zephiran, but they consider that the specific action of 
nitric acid is incontestable and that the disadvantages of 
the pain, scarring, and delayed healing of the wounds 
which it causes must be weighed against this. Infiltration 
of antirabies serum around the site of the wound is 
definitely indicated. Wounds should not be sutured 
immediately, as their early closure may be a contributing 
factor to the subsequent development of the disease. 

[After a number of years’ experience, the abstracter 
remains unable to understand the enthusiasm for nitric 
acid. It is primarily an escharotic, its redox potential 
is moderate, and it is not specific. It is almost imposs- 
ible therefore for it to be completely effective when 
applied to a really deep dog-bite where, owing to the 
accompanying worrying” action, there is laceration 
as well as puncture. The inclusion in these experiments 
of treatment by excision and thorough irrigation with a 
powerful oxidizing agent combined with local injection of 
serum would perhaps have given valuable indications as 
to the value of surgery. It cannot be too strongly stressed 
that the only reliable test of anti-rabies treatment, both 
local and general, is its efficacy in cases of deep, lacerated 
bites on bare skin by proved rabid animals.] 

W. K. Dunscombe 
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296. Treatment of Undulant Fever 
J. Torres Gost. Lancet [Lancet] 1, 191-192, Jan. 25, 
1958. 1 fig. 


The author reports, from the Infectious Diseases Hos- 
pital, Madrid, the favourable results obtained with the 
antibiotic “‘cathomycin” (the sodium salt of novo- 
biocin) in the treatment of undulant fever. The patients 
(15 males and 5 females, aged 7 to 57 years), were given 
0-25 g. of the drug every 4 hours until the day after the 
crisis, usually the sixth day, and then 6-hourly for 9 days 
to a total dose of 18 g. There was a sudden change in 
symptomatology on the fifth day; the temperature fell to 
normal and signs and symptoms such as pain, insomnia, 
and sweating disappeared. At the same time there was 
diminution in the size of the spleen. The results of liver 
function tests performed on the third day of treatment 
were within the normal range. The leucopenia, which 
was severe in some cases, rapidly disappeared, but re- 
covery from anaemia was relatively slow. This physical 
improvement was accompanied by a change in the mental 
state; optimism and self-confidence replaced pessimism 
as soon as the fever and pain had subsided. 


INFECTIOUS DISEASES 


Side-effects occurred in 5 cases—evidence of hyper- 
chlorhydria in one and urticaria in the remainder. In 
one female patient, aged 26 years, urticaria developed 
on the eighth day of treatment; administration of the 
antibiotic was continued until the tenth day when it was 
withheld because of severe pruritus. The urticarial rash 
subsided 4 days later, but reappeared when treatment was 
resumed, the symptoms being then so severe that catho- 
mycin was abandoned. Nevertheless, the 10-days’ 
treatment achieved a cure, and the patient was dis- 
charged from hospital 3 days later. A. Garland 


297. Studies on the Prophylaxis and Treatment of 
Tetanus I. Studies Pertaining to Active and Passive 
Immunization - 

S. Prupovsky and T. B. TURNER. Bulletin of the Johns 
Hopkins Hospital [Bull. Johns Hopk. Hosp.| 102, 55-70, 
Feb., 1958. 33 refs. 


In studies carried out at the Johns Hopkins University, 
Baltimore, on rabbits it was found that after active 
immunization against tetanus by the injection of spores 
the degree of protection afforded could be correlated with 
the level of circulating antitoxin. Nevertheless, anti- 
toxin produced as a result of active immunization gave 
a higher degree of protection than did passive immuniza- 
tion with pre-formed antitoxin. It was also found that 
although tetanus toxoid administered to a group of 
animals at the same time as tetanus antitoxin acted as a 
primary stimulus, the serum antitoxin titres 3 months 
later were significantly Jower than those in a similar 
group to which toxoid only had been administered. 
However, the response to booster doses of toxoid was 
almost identical in both groups of animals. R. Hare 


298. Studies on the Prophylaxis and Treatment of 
Tetanus. II. Studies Pertaining to Treatment 

T. B. Turner, E. A. VELASCO-JOVEN, and S. PRUDOVSKY. 
Bulletin of the Johns Hopkins Hospital [Bull. Johns Hopk. 
Hosp.} 102, 71-84, Feb., 1958. 16 refs. 

At San Lazaro Hospital, Manila, Philippines, where 
tetanus is comparatively common, the serum antitoxin 
level was determined at intervals after a single intra- 
muscular injection of 80,000 units for therapeutic pur- 
poses in 10 cases and after injections of 40,000 units on 
admission and 20,000 units 72 hours later in 4 others. 
The absorption of antitoxin was evidently slow, so that 
the maximum serum level was not reached until 48 to 72 
hours had elapsed, but levels as high as 5 to 10 units 
per ml. were still present after 7 days. For this reason 
it is concluded that multiple doses of antitoxin are un- 
necessary. Much higher serum antitoxin levels were 
obtained at an earlier stage in 7 cases in which 80,000 
units were administered intravenously, and a level of 10 
to 25 units per ml. was still present on the 7th day. 
Study of the antitoxin level in the blood of 5 patients 3 
months after recovery from the disease indicated that the 
infecting tetanus bacilli had evidently produced insuffi- 
cient toxin to stimulate the formation of any antitoxin 
whatever. Moreover, the response of these patients to 
the injection of tetanus toxoid had the characteristics of 
a primary rather than a secondary response. R. Hare 
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299. Tuberculosis, (Tuberkulin- 
negative Tuberkulose) 

8B. ARBMAN. Beitrdge zur Klinik der Tuberkulose und 
spezifischen Tuberkulose-Forschung [Beitr. Klin. Tuberk.] 
118, 1-15, 1958. 2 figs., 29 refs. 


From the University Lung Clinic, Uppsala, Sweden, the 
vuthor reports 21 cases of active tuberculosis of various 
crgans in which the reaction to tuberculin was negative. 
‘The lungs were affected in 15 cases, the pleura in 2, the 
lungs and pleura in 2, the lungs and spine in one, and the 
kidney alone in one. The ages of the patients varied 
f;om 8 to 54 years. Despite the presence of active tuber- 
culosis their general health was good and none had 
suffered from any disease which might have affected the 
reaction to tuberculin. In the Mantoux test the reaction 
to tuberculin in quantities up to 1 mg. was negative in all 
cases and in a few cases even upto 10mg. Inno case did 
the area of erythema exceed 10 mm. in diameter and no 
swelling was present 48 or 72 hours after the injection. 

In 10 cases (7 pulmonary, 2 pleural, and one renal) the 
diagnosis of tuberculosis was confirmed by the inocula- 
tion of infected material into guinea-pigs, in one the 
diagnosis was made at necropsy, when tubercle bacilli 
were found on direct microscopical examination and on 
culture, and in 2 cases‘tubercle bacilli were detected in 
the sputum but not cultured. In the remaining 8 cases 
the tuberculous changes, as judged by clinical and radio- 
graphical evidence, were slight and no tubercle bacilli 
were found, but the disease responded characteristically 
to antituberculous drugs. The-author points out that 
awareness of the occurrence of such cases is important 
for their diagnosis. Franz Heimann 


300. Origin of Peripheral Tuberculous Lymphadenitis 
in Childhood 

F. J. W. MILLER and J. M. CASHMAN. 
286-289, Feb. 8, 1958. 2 figs., 7 refs. 


The origin of peripheral tuberculous lymphadenitis 
and its relationship to the primary tuberculous infection 
was studied in all children in whom the condition was 
diagnosed at the Royal Victoria Infirmary, Newcastle 
upon Tyne, between 1947 and 1952. Of 338 such 
children, 163 were re-examined clinically and radio- 
logically 2 years after they were first seen, and the 
findings in these, all of whom were under 15 years of 
age, are analysed. 

Peripheral lymphadenitis was the only evidence of 
tuberculosis in 127 cases (apart from a primary focus 
(usually of the skin) which was seen in 48 of them). In 
4 patients the superficial swelling was considered to be a 
metastatic abscess rather than the lymph-node compo- 
nent of a primary complex. In the remaining 32 cases 


Lancet [Lancet] 1, 


there was calcification in the mediastinal or mesenteric 

glands which, in 28, was associated with tonsillar lymph- 

adenitis. The authors conclude that primary infection 
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" commonly develops simultaneously in more than one 
situation, and that this, rather than haematogenous 
spread, occurred in these 32 patients. R. M. Todd 


RESPIRATORY TUBERCULOSIS 


301. The Rate of Healing of Pulmonary Tuberculosis 
as Affected by Chemotherapy 
O. AUERBACH, J. B. Gere, J. M. PAWLOowskKI, and L. 
GARFINKEL. American Review of Tuberculosis and Pul- 
monary Diseases [Amer. Rev. Tuberc.] 76, 988-1001, 
Dec., 1957. 8 figs., 27 refs. 


At the Veterans Administration Hospital, East Orange, 
New Jersey, the effect of chemotherapy on the rate of 
healing of tuberculous foci in the lungs was studied by 
comparing the anatomical findings in two groups of cases. 
Group 1 consisted of 54 cases treated before the advent 
of chemotherapy in which the pulmonary lesions were in 
various stages of healing, death having occurred from 
causes not directly related to the tuberculosis and the 
material studied being obtained at necropsy. Group 2 
consisted of 52 cases in which cavity closure had occurred ° 
during chemotherapy, the material examined being ob- 
tained at subsequent resection. The interval between 
cavity closure (as indicated by the last positive sputum 
specimen) and examination was one month to 30 years 
in Group | and 1 to 16 months in Group 2. In each case 
the degree of hyalinization was noted, lesions being 
divided into those showing early granulation and hyalin- 
ization and those with hyaline capsules (that is, stony- 
hard, encapsulated lesions): The presence or absence 
of calcification was also noted. 

In Group 1 the first evidence of hyalinization did not 
appear until 7 months after cavity closure, and it was not 
until 16 months after closure that a hyaline wall was 
found in any case. Of 31 cases in which closure had 
occurred less than 3 years before examination, a hyaline 
wall was present in 6 (199%), whereas a hyaline capsule 
occurred in all of 23 cases in which closure had occurred 
more than 3 years before. Calcification was present in 
8 out of 10 cases in which closure had occurred more than 
60 months before examination and in 7 out of 13 in which 
the interval was 36 to 59 months, but in none of the 
remainder. It appeared that when closure occurred, 
calcification was more likely to be present in those cases 
in which the duration of the disease was 8 years or more. 
In Group 2 a hyaline capsule was present in 13 out of 23 

cases in which closure had occurred less than 5 months 
before examination and in all of 29 cases in which the 
duration of closure was 5 to 16 months. Small calcium 
deposits were found as early as 2 months after closure, 
calcification being present in 5 out of 16 cases in which 
closure had occurred one to 3 months before resection 
and in 23 out of the remaining 36, in none of which was 
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the interval longer than 16 months. Again, the longer 
the duration of the disease, the more likely was calcifica- 
tion to occur. No clear correlation could be shown 
between the duration of chemotherapy and the degree of 
hyalinization and calcification. 

The authors consider that these findings provide 
objective confirmation of the clinical impression that 
tuberculous foci heal more rapidly under the influence of 
chemotherapy. I. M. Librach 


302. Treatment of Pulmonary Tuberculosis with ACTH 
and Cortisone in Addition to Specific Anti-tuberculosis 
Therapy 

M. Jesiotr. Diseases of the Chest [Dis. Chest] 33, 180- 
192, Feb., 1958. 10 figs., 17 refs. 


From the Malben Hospital for Chest Diseases, Beer- 
Yacov, Israel, the results are reported in 29 patients with 
pulmonary tuberculosis who were treated with strepto- 
mycin, PAS, and isoniazid and simultaneously received 
cortisone or ACTH (corticotrophin). The patients’ ages 
ranged from 3 to 68 years, and 14 had recent, active 
disease, 9 chronic lesions with fresh activity, and 6 had 
chronic, quiescent disease. ACTH was administered only 
when investigation showed that adrenal function was 
normal; otherwise cortisone or ‘‘ meticorten ”’ (predni- 
sone) was given. Steroid treatment was continued for 
up to 3 months, the initial dose of cortisone being 100 
mg. daily (prednisone 20 mg. daily), subsequently reduced 
by stages to 12-5 mg. daily (prednisone 2-5 mg. daily). 
The initial dose of ACTH gel was 60 mg. daily, gradually 
decreasing to 12:5 mg. daily. 

In most cases the temperature fell, pleural effusions 
resolved, x-ray shadows diminished, and the sputum con- 
verted more quickly than is usual in patients not given 
steroids. The euphoria induced by the hormones was 
helpful, and patients gained weight readily. The severity 
of drug allergy was reduced, as also was the vertigo due to 
streptomycin in 2 patients. Untoward side-effects were 
unusual and the steroids had to be withdrawn in only one 
case because of glycosuria. The mode of action of the 
adrenal hormones in tuberculosis is still not clear, but 
the author suggests that their main action is anti-exuda- 
tive and antifibroblastic. Arthur Willcox 


303. Hospital Treatment of Pulmonary Tuberculosis. 
A Follow-up Study of Patients Admitted to Edinburgh 
Hospitals in 1953 

J. D. Ross, N. W. Horne, I. W. B. GRANT, and J. W. 
Crorton. British Medical Journal [Brit. med. J.) 1, 
237-242, Feb. 1, 1958. . 14 refs. 


A review is presented of all cases of adult pulmonary 
tuberculosis admitted to three tuberculosis hospitals in 
Edinburgh during 1953 and followed up to the end of 
1956. The series included 305 patients (156 males and 
149 females) whose average stay in hospital was 10 
months. On admission positive cultures were obtained 
in 251 (82°%) of the cases; in 190 of these the organisms 
were sensitive to streptomycin, PAS, and isoniazid; in 
49 they were resistant to one or to two of these drugs, 
and in 8 they were resistant to all three; in 4 cases drug 
sensitivity was undetermined. In all except 8 cases drug 


resistance could be explained on the basis of previous 
unsatisfactory chemotherapy. 
Various combinations of chemotherapeutic drugs were 


given in all except 7 cases. Those in which the organ- . 


isms were resistant to streptomycin and PAS received 
isoniazid and oxytetracycline, and those showing resist- 
ance to isoniazid as well were given viomycin and oxytetra- 
cycline. Of 271 patients discharged, 7 (2-6°%) still had 
a positive sputum, but 6 of these left hospital against 
advice. Relapse occurred in 18 (7%) of the 264 dis- 
charged with a negative sputum, but all of them had 


received chemotherapy for less than 15 months. Of the 20 . 


patients in the series dying from pulmonary tuberculosis, 
8 had organisms which were resistant to two or more of 
the drugs and 7 were moribund on admission. Pneumo- 
peritoneum was induced in 31 patients and artificial 
pneumothorax in 5 only. Some form of major surgery 
was carried out on 122 (40%), including 22 with drug- 
resistant organisms, 16 of whom had a negative sputum 
when discharged (compared with only one out of 
13 with drug-resistant organisms who were not oper- 
ated on). 

At the end of the follow-up 250 (93%) of the 305 
patients were fit for work. Denis Abelson 


304. The Treatment of Tuberculous Pleurisy 
P. ForGcacs. Thorax [Thorax] 12, 344-351, Dec., 1957, 
7 refs. 


The relative value of rest in bed, administration of 
chemotherapeutic drugs, and early aspiration in the 
treatment of tuberculous pleurisy was studied in 169 
patients at Queen Mary’s Hospital, Sidcup, Kent, the 
follow-up period being 2 years from the onset of the 
disease. The patients were divided into four treatment 
groups as follows: Group 1, rest in bed for 8 weeks, 
gradually increasing activity for 10 weeks, and con- 
valescence for 13 weeks; Group 2, rest in bed for 6 
weeks followed immediately by unrestricted activity; 
Group 3, the same regimen as Group 2 with, in addition, 
1 g. of streptomycin and 18 g. of PAS daily for 60 days; 
and Group 4, also the same regimen as Group 2 with 1 g. 
of streptomycin twice weekly and 200 mg. of isoniazid 
daily for a period of 60 days. In each group two alterna- 
tive methods of dealing with the effusion were tried— 
early and intensive aspiration (90 cases) and aspiration, 
only if necessary, at 6 weeks (79 cases). 

Since no difference was observed between Groups 1 
and 2 in the incidence of complications they were com- 
bined to form a control group. There was no evidence 
that one form of chemotherapy was more effective than 
another, so Groups 3 and 4 were combined and the 
results obtained compared with those in the control 
group. This comparison showed that in the chemo- 
therapy group there was no decrease in the duration of 
fever, the erythrocyte sedimentation rate (E.S.R.) fell 
no more quickly than it did in the control group, and 
the rate of absorption ofthe fluid was not increased. 
Effusion recurred in 6 cases treated by rest alone and in 
7 given chemotherapy. Secondary tuberculous lesions 
were noted in 4 patients in the control group and in 6 
patients in the chemotherapy group. However, dis- 
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semination of the disease occurred in 13 patients treated 
by rest alone and in only 4 of those given chemotherapy. 
Early aspiration did not shorten the duration of the fever 
or affect the rate of fall of the E.S.R. or of absorption of 
the pleural effusion. It also had no effect on the inci- 
dence of complications. G. M. Little 


305. Cycloserine in the Treatment of Pleuro-pulmonary 
Tuberculosis in Man. (La cicloserina nel trattamento 
deHa tubercolosi pleuropolmonare umana) 

4. OmopeI-Zorini. Annali dell’Istituto Carlo For- 
lanini” [Ann. Ist. Forlanini] 17, 345-387, 1957. 27 figs., 
20 refs. 


At the Carlo Forlanini Institute, Rome, the author has 
treated 80 patients suffering from pulmonary tuberculosis 
with cycloserine alone in doses ranging from 0-5 to 1 g. 
daily, about half of them for more than 6 months. Of 
patients with initial pyrexia, this disappeared in nearly 
hilf; cough was abated in three-fifths of the whole group 
and in nearly two-thirds there was subjective or clinical 
improvement. In 30% the sputum became negative for 
tubercle bacilli on culture, and in 19°%% there was cavity 
closure in addition. The types of lesion included recent 
exudative, pneumonic, and cavitated areas, miliary forms, 
cavitation with recent relapse (7 healed out of 12 cases), 
chronic empyema, and persistent chronic cavitation. Of 
the 51 cases in this last group, many had previously been 
treated with the usual antibiotics and by collapse or 
resection, but only 8 became sputum-negative, with cavity 
clesure. 

Side-effects of the drug included slight depressive mani- 
festations in 21 cases, mild excitatory phenomena in 7, 
and psychotic episodes in 6. 

The author concludes that cycloserine has a definite 
place in the treatment of cases of pulmonary tuberculosis 
in which the bacilli have become resistant to the standard 
drugs. Arnold Pines 


306. The Surgical Treatment of Cavitary and Non- 
cavitary Tuberculosis in the Non-infectious Patient 

J. W. Bett. Diseases of the Chest [Dis. Chest] 32, 562- 
573, Nov., 1957. 8 refs. 


In this paper from the Veterans Administration Hos- 
pital, Sunmount, New York, the results are compared 
of medical and surgical treatment in a series of patients 
in whom either cavitary or non-cavitary tuberculous 
lesions were still present after 6 to 8 months of chemo- 
therapy [the details of which are not given], although the 
sputum had been negative for tubercle bacilli for at least 
3 months. There were 497 patients, 243 of whom were 
treated surgically and 254 medically. The indications 
adopted for surgery were: (1) solid lesions 3 cm. or more 
in diameter, especially when the diagnosis was uncertain 
or the lesion unstable; (2) persistent cavitation; (3) 
demonstration of drug-resistant organisms in the sputum 
before conversion; (4) drug intolerance (to 2 or more 
drugs); (5) long-term chemotherapy likely to be un- 
satisfactory for constitutional or economic reasons; and 
(6) bacteriological or radiological relapse. Chemo- 
therapy was continued for periods of 6 to 12 months 
after operation. 


In the 9 cases of non-cavitary disease treated by resec- 
tion the cumulative relapse rate calculated by the “‘ life- 
table” method up to 5 years after treatment was 9% 
compared with 14° in 136 similar cases treated medically. 
The relapse rate was significantly higher (almost double) 
in those cases treated medically in which cavitation had 
originally been present. Among the 153 patients with 
persistent cavities treated by resection the 3-year relapse 
rate was 9% compared with 43°% in the 113 similar cases 
treated medically. In this group the disease in 879% of 
the surgical cases and 76% of the medical cases was con- 
sidered to be inactive at the time of review. There were 
no deaths among the patients treated surgically in either 
group, whereas 8 patients treated medically died from 
their disease during the period of survey. Viable 
tubercle bacilli were demonstrated in 38°% of the resection 
specimens, and were most frequently found in the walls 
of cavities. 

The impossibility of deciding which lesions are danger- 
ous and the high relapse rate among patients receiving 
long-term chemotherapy are considered to be strong 
arguments in favour of resection in cases of pulmonary 
tuberculosis in which a lesion persists despite sputum 
conversion. F. J. Sambrook Gowar 


307. The Surgical Management of Late Tuberculous 
Space Infections after Plombage 

A.. M. Macartuur. Thorax [Thorax] 12, 338-343, 
Dec., 1957. 9 figs., 8 refs. 


The author of this paper from St. Helier Hospital, 
Carshalton, Surrey, refers to the insidious onset of space 
infections after plombage, and then discusses the signs, 
symptoms, and treatment, with reference to 22 cases in 
which this complication developed after the Cleland-type 
extrafascial, extraperiosteal operation with “lucite” or 
polythene balls. [The total number of patients subjected 
to this operation is not stated.] 

The first signs are a vague illness, malaise, pain, and 
low-grade pyrexia. Radiological changes may be in- 
significant at first, but later fracture or thinning of the 
“* birdcage’ ribs may be seen. Fluid levels may be 
detected in the space, or there may be an increase in the 
opacity of the plombage area. Ultimately, a cold abscess 
forms and points as a fluctuant swelling in the axilla, 
deep to the pectoral muscles or in the line of the incision. 
In more serious cases the infected space ruptures into the 
lung, a fistula develops, and pus is expectorated. In 8 
such cases in the present series the infection occurred 
1 to 5 years after the operation. 

Treatment consists in removal of the foreign bodies 
under antibiotic cover and obliteration of the space by 
conversion to a thoracoplasty (14 cases). Resection of 
the underlying lobe may be necessary if active disease is 
present or a fistula has developed. In the presence of a 
fistula with secondary infection in a patient whose general 
condition is poor removal of the plombage and pre- 
liminary drainage of the Space may be necessary before 
a more radical operation is performed. Of the 8 patients 
with fistulae, 3 died; the author emphasizes that this 
condition, if neglected or untreated, will ultimately prove 
fatal. C. A. Jackson 
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Venereal Diseases 


A. Kinc. Lancet [Lancet] 1, 651-657, March 29, 1958. 
13 figs., 11 refs. 


The title of this paper stems from the remark of an 
administrator—* we don’t want to spend money on 
these dying diseases” —which the author quotes in 
illustration of a widely held opinion concerning the 
future of venereology. He points out, however, that 
similar opinions were expressed when the sulphonamides 
were introduced and yet there followed one of the busiest 
periods that venereologists have ever known. 

A graph showing the annual number of cases of early 
syphilis seen at venereal disease centres in England and 
Wales since 1931 illustrates the spectacular decline which 
has taken place since 1946 and is paralleled in other 
countries. There has apparently not been the expected 
increase in the incidence of late syphilis following the 
rise in the number of primary infections during the war 
years, but the opinion is expressed that the true incidence 
of syphilis may be much higher than the figure suggested 
by the number of reported cases. Safer and easier 
treatment probably means that more patients are treated 
nowadays outside the special treatment centres, while 
penicillin given for other conditions may influence the 
course of undiagnosed latent infections, making it diffi- 
cult to obtain a true estimate of the prevalence of late 
syphilis. There is no doubt that mortality from neuro- 
syphilis and cardiovascular syphilis has been declining 
for some time, although death from syphilitic aortic 
aneurysm is still comparatively common, especially 
among women. But attention is drawn to the fact that 
the introduction of penicillin has not increased this 
downward trend. The author concludes that “‘ at present 
it is impossible to judge whether syphilis is yet under 
control in this or other Western countries ”’. 

The number of reported cases of gonorrhoea in Eng- 
land and Wales fell off rapidly after the post-war peak 
in 1946, but showed a further rise in 1956, continuing 
into 1957. Two factors are probably responsible for this 
recent rise in incidence—the emergence of penicillin- 
resistant strains of gonococci and the heavy influx of 
immigrants from the West Indies and other parts of the 
Commonwealth. The problem of abacterial urethritis, 
the incidence of which rises steadily, is discussed, and it 
is emphasized that much work remains to be done in this 
field. The incidence of lymphogranuloma venereum 
has also shown an appreciable increase in recent years in 
Great Britain. This appears to be largely confined to 
coloured immigrants, but it may often pass undiagnosed, 
and further investigation is indicated to determine the 
extent of spread of the infection. Similar attention may 
have to be paid to granuloma inguinale, cases of which 
are beginning to appear in small numbers, although it is 
still a rarity in Britain. 


It is pointed out that the decline in the incidence of 
some venereal diseases has not been accompanied by a 
corresponding fall in the total number of new cases 
reported by treatment centres in England and Wales, 
which remains higher than at any time before 1943, the 
annual figures for 1951-6 having fluctuated between 
93,000 and 98,000. Of this total, some 30,000 patients, 
men and women, attend for advice only. Thus it may 
be said that even in the present economically favourable 
climate the venereal diseases are still a serious problem. 

R. S. Morton 


309. Screening for Venereal Disease 
P. D. RosaAHN. Journal of Chronic Diseases [J. chron. 
Dis.| 7, 140-143, Feb., 1958. 9 refs. 


310. Trichomonas vaginalis Urethritis in Male Patients 
and Its Treatment with Local Oxophenarsine Hydro- 
chloride (Mapharsen) 

L. ANGEL GaRzA. Antibiotic Medicine and Clinical 
Therapy {Antibiot. Med.| 5, 36-38, Jan., 1958. 1 ref. 


The author, writing from Monterey, Mexico, describes 
the results obtained with oxophenarsine hydrochloride 
(“* mapharsen ”’) in the treatment in private practice of 
24 male patients with trichomonal urethritis (proved 
infection in 15 and suspected but not identified infection 
in 9). 

There was no irritation or other form of intolerance of 
the drug, and a permanent cure, it is claimed, was 
achieved in all 24 patients. The entire urethro-vesical 
field was washed out once daily for 3 to 5 days with a 
freshly made solution of oxophenarsine hydrochloride 
(0-06 g. dissolved in 0-5 litre of sterile water at 45° C.). 
After the first treatment no trichomonads were seen on 
microscopical examination. In cases in which micro- 
scopical examination revealed the presence of associated 
bacteria treatment was continued for a few more days, 
but the oxophenarsine was replaced by 500 mg. of 
chloramphenicol. Observation for 2 weeks is advocated, 
since relapse will occur during that time if complete cure 
has not been achieved. Many of the author’s patients 
were followed up for more than a year after treatment, 
and in none of them did trichomonads reappear. 


Douglas J. Campbell 


311. Non-gonococcal Urethritis. An Investigation to 
Determine Factors in the Host Influencing Response to 
Treatment and Recurrence of Symptoms 

R. S. MorTON and L. Reap. British Journal of Venereal 
Diseases (Brit. J. vener. Dis.] 33, 223-227, Dec., 1957. 
24 refs. 


The enigmatic nature of non-gonococcal urethritis and 
the variable results obtained in its treatment have led the 
authors to review all cases of this disorder treated at their 
clinics in Lancashire and Cheshire during the 5-year 
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VENEREAL DISEASES 


period July, 1951, to June, 1956, in order to ascertain, if 
possible, whether any of the “* basic details * known about 
the men had had any influence on their response to treat- 
ment and the likelihood of recurrence. Routine treat- 
ment varied somewhat over the years but usually included 
4-day courses of chloramphenicol, aureomycin, oxytetra- 

cycline, or streptomycin, a 5-day course of “‘ sulpha- 

triad’, and simple alkaline diuretic treatment with 
fluids and potassium citrate. After exclusion of de- 
faulters there remained 428 patients who were seen at 
‘east once after treatment, 105 of these (24°%) remaining 
under observation for 9 or more weeks. Response to the 
various types of treatment was similar to that reported 
by other workers. 

Factors such as the patient’ $ age, occupation, marital 
status, past history, and clinical symptoms, source of 
infection, duration of urethral discharge, length of incuba- 
tion period, the findings in urethral smears, and macro- 
scopic appearance of the urine gave little help in deciding 
which was likely to be the best form of treatment in 
individual cases. Although there was no evidence that 
empirical treatment of consorts lessened the chance of 
relapse, the authors consider that this aspect should 
receive further attention. The known over-all recur- 
rence rate in this series was 11-6%. It was observed 
that relapse was more common after treatment with the 
initially more effective wide-spectrum antibiotics than 
it was after that with the sulphonamides, streptomycin, or 
aikaline diuretics. 

The part played by immune processes in the cure of 
non-gonococcal urethritis remains uncertain. It is sug- 
gested that the possibility that the increasing use of the 
newer antibiotics over the last few years may have con- 
tributed to an increase in the incidence of the disease 
should be considered. G. L. M. McElligott 


312. Non-gonococcal Urethritis in the Male Treated with 
Tetracycline 

G. O. Mayne. British Journal of Venereal Diseases 
[Brit. J. vener. Dis.] 33, 244-245, Dec., 1957. 4 refs. 


The author reports from the Royal Infirmary, Edin- 
burgh, that in a recent series of 109 consecutive cases of 
non-gonococcal urethritis it was found possible to divide 
the cases into two approximately equal groups—namely, 
56 in which no visible organisms were observed in the 
urethral smears and 53 in which various bacteria other 
than gonococci were seen. All the cases were then 
treated with 5 g. of tetracycline hydrochloride given in 
250-mg. capsules 6-hourly over a period of 5 days. It 
was noted that while 42 (75°%) of the “* abacterial ’’ cases 
responded favourably to this treatment, only 30 (56°%) of 
the “* bacterial’? cases showed a comparable response. 
The majority of the patients were observed for 3 months 
and it is noteworthy that adjuvant therapy, such as 
repeated urethral irrigation, raised the success rate in 
both types of case to over 90%. Examination of 18 of 
the female consorts of the patients showed that in 7 out 
of 11 abacterial cases the consort harboured Tricho- 
monas vaginalis; however, it is not suggested that infec- 
tion with this organism plays a major part in the causation 
of urethritis in the male. G. L. M. McElligott 
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Syphilis in Neurosyphilitic Patients. 
W. RAASCHOU-NIELSEN and H. Kopp. Acta dermato- 
venereologica [Acta derm.-venereol. (Stockh.)| 37, 446- 
458, 1957. Bibliography. 


The authors have studied the incidence of cardiovascu- 
lar syphilis in 204 patients (127 males and 77 females) 
who were treated for neurosyphilis between 1937 and 
1952 at Rigshospitalet, Copenhagen. At the time of 
follow-up (1954-5) 155 patients were still alive, and on 
re-examination rather more than one half had signs of 
parenchymatous neurosyphilis, but only 24 showed evi- 
dence of syphilitic disease of the aorta, which was 
considered in 8 of them to be “ complicated ”—having 
unmistakable signs of aneurysm or aortic insufficiency. 
At necropsy on the 49 patients who died, cardiovascular 
syphilis was found in 17 (complicated in 9). The diag- 
nosis of uncomplicated aortitis in living patients was 
based on the radiological finding of linear calcifications 
in the ascending part of the aorta. Thus in the series 
of 204 patients cardiovascular syphilis was demon- 
strated in 20%% (complicated in 8-4°% and uncomplicated 
in 11-7%). More males than females had syphilitic 
aortitis, especially the complicated form. 

Comparison of the authors’ figures with those of other 
workers from mixed groups of unselected patients with 
late syphilis indicated a similar incidence of cardio- 
vascular syphilis. The authors do not consider that the 
figures lend support to the view that syphilitic disease of 
the aorta runs a particularly mild course when it occurs in 
association with neurosyphilis. G.L.M. McElligott 


314. Observations on Penicillin Therapy in Cardiovascu- 
lar Syphilis. [In English] 

R. Koutumigs and O. HEINIVAARA. Acta Medica Scan- 
dinavica [Acta med. scand.] 159, 453-462, Dec. 28, 1957. 
3 figs., 16 refs. 

The decline in the incidence of early syphilis in Finland 
during the past 10 years is attributed to penicillin therapy, 
although preventive measures have also played their part. 
No such decline has been noted in the incidence of cardio- 
vascular lesions, and this is attributed to the long latent 
stage preceding this phase of the disease. 

In this paper from the University of Helsinki the 
authors describe the effects of penicillin treatment of 
112 patients with cardiovascular syphilis (68 males, 
average age 50-3 years; 44 females, average age 543 
years). The duration of infection in 31 cases ranged 
from 10 to 48 years (average 24 years). Most of the 
patients received 800,000 units of procaine penicillin 
daily in one injection, but the total dosage varied greatly, 
from 3-2 million to 98 million units; no arsenic or heavy 
metal was given in the treatment of these patients. In 
a few cases there were mild Jarisch—Herxheimer reactions, 
and 2 patients with cardiac failure appeared to be made 
worse by treatment and died within 2 weeks. 

At the start of treatment all the patients gave positive 
reactions to standard serological tests for syphilis. No 
change in these reactions was observed immediately 
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after treatment, but of 29 cases in which serological tests 
were repeated a year or more later a significant decline 
in titre was notedin 21. A follow-up study of 54 patients 
5 or more years after treatment revealed that only 23 
survived. The most important factor influencing prog- 
nosis was the stage of the disease when treatment started. 
Of patients with uncompensated cardiac failure at the 
start, only 9°%% survived, compared with 60-6°% of those 
who were fully compensated. There was no evidence 
that the prognosis was affected by the total dosage of 
penicillin given, nor that the results obtained with peni- 
cillin were, in general, definitely better than those achieved 
with older methods of treatment. Penicillin was con- 
sidered to be the treatment of choice, however, because 
of ease of administration and lack of complications. 
The authors emphasize [as many others have done] 
the importance of prevention of cardiovascular syphilis by 
the recognition and treatment of early syphilis. They 
also stress that adequate treatment of the heart condition 
is as important in cardiovascular syphilis as specific 
therapy. A. J. King 


315. Treponemal Protein Antigens. Demonstration of 
an Antigen Common to Pathogenic and Reiter’s Tre- 
ponemes. (Sugli antigeni di natura proteica dei tre- 
ponemi. Dimostrazione di un antigene comune al 
treponema patogeno ed al treponema coltivabile di 
Reiter) 

L. DARDANONI and S. CENSUALES. Rivista dell’Istituto 
sieroterapico italiano [Riv. Ist. sieroter. ital.] 32, 489-500, 
Nov.—Dec., 1957 [received Feb., 1958]. 21 refs. 


Experiments were carried out at the Institute of 
Hygiene and Microbiology of the University of Palermo 
to elucidate the relationship between three types of pro- 
tein antigen derived from treponemes. The antigens 
studied were: (1) the soluble protein antigen of Reiter’s 
treponeme prepared by D’Alessandro’s method (Riv. Ist. 
sieroter. ital., 1952, 28, 153); (2) a soluble protein antigen 
prepared from Nichol’s strain of pathogenic Treponema 
pallidum by cryolysis and subsequent dialysis, first 
against ammonium sulphate solutions in increasing 
strength and then against buffered saline; and (3) the 
complement-fixing antigen prepared by Portnoy and 
Magnuson (J. Immunol., 1955, 75, 348; Abstr. Wild Med., 
1956, 19, 442) from Nichol’s strain by extraction with 
sodium deoxycholate, a specimen of which was supplied 
by one of the original authors. 

In complement-fixation tests with human and rabbit 
syphilitic sera and antisera prepared in rabbits against 
the Reiter antigen the first two antigens reacted with all 
three sera, but the third only with the syphilitic sera and 
not with the anti-Reiter serum. Cross-absorption experi- 
ments were then carried out with the first two antigens on 
human syphilitic serum. Absorption with the Reiter 
antigen completely abolished the reactivity of the serum 
in subsequent tests with the same antigen, but had no 
effect on its reactivity with the pathogenic treponemal 
antigen. Absorption with the latter antigen, however, 
diminished the reactivity of the serum with both antigens. 
Reactivity with a cardiolipin antigen remained unaffected 
by these absorptions. Finally, cross-absorption experi- 


ments were carried out on human and rabbit syphilitic 
sera and immune anti-Reiter sera with suspensions of T. 
pallidum and of Reiter’s treponeme. The results were 
not absolutely clear-cut, but it appeared that absorption. 
with a suspension of Reiter’s treponeme did not com- 
pletely eliminate further reactivity in a complement- 
fixation test with either the Reiter or the pathogenic 
treponemal antigen, whereas absorption of these sera 
with a suspension of T. pallidum completely removed the 
antibodies reacting with the pathogenic treponemal 
antigen, but did not completely eliminate those reacting 
with the Reiter antigen. 

The authors conclude from these tests that 7. pallidum 
and Reiter’s treponeme share a common antigen. The 
failure of whole treponemal suspensions to remove this 
common antigen was probably due to the fact that the 
common (or group) antigen is situated more deeply in 
the bacterial cell and is thus “‘ not available’. Evidence 
is quoted to show that such a “ non-available ” antigen 
may become available after prolonged storage of the 
treponemal suspension at +4° C., suggesting the loss of 
some protective material. F. Hillman 


316. The Significance of the Disappearance of Tre- 
ponemes in the Specific Diagnosis of Syphilis. (Die 
Bedeutung des Treponemenschwundes fiir die spezifische 
Luesdiagnostik) 

F. FeGeLer. Zentralblatt fiir Bakteriologie, Parasiten- 
kunde, Infektionskrankheiten und Hygiene. 1. Abt. 
Medizinisch-hygienische Virusforschung und Parasitologie. 
Originale [Zbl. Bakt., I. Abt. Orig.] 170, 66-71, 1957. 


Nelson’s treponemal immobilization (T.P.I.) test 
introduced a new era in serological testing for syphilis. 
It has been shown to be highly specific and reproducible 
in experienced hands, but the number of tests which can 
be carried out by one serologist is limited by the compli- 


. cated technique and it is unlikely that the test will ever 


become a routine one. Moreover, the present author 
believes that the test may give biological false results 
despite its admittedly high specificity. 

The “ immune adherence” phenomenon was origin- 
ally described by Nelson himself during early observa- 
tions on the T.P.I. test. In the present studies, carried 
out at the Wilhelm University, Miinster, the author has 
compared the results of a “‘ treponemal disappearance ” 
test, based on the immune adherence phenomenon, with 
those of the T.P.I. test on 249 sera from untreated syphili- 
tic patients, his criterion of positivity being the dis- 
appearance of 85°%% of the treponemes. The result of the 
T.P.I. test was negative in 119 cases and positive in 130. 
Of the 119 negative sera, the treponemal disappearance 
test gave a negative result in 118 and a doubtful result 
in one, while of the 130 T.P.I.-positive sera, the result was 
positive in 124, doubtful in 3, and negative in 3. The 
result of the T.P.I. test applied to the sera of 115 treated 
syphilitic patients was negative in 31 and positive in 84; 
of the former, the treponemal disappearance test result 
was negative in 30 and doubtful in one, while of the 
latter, it was positive in 74 and negative in 10. The 
author concludes that the treponemal disappearance test 
is useful in excluding syphilitic infection, but that in 
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confirming such infection it is less specific than the T.P.I. 
test. 

The test may also have a place in the clarification of so- 
called false T.P.I. test results. Thus in the examination 
of sera from 1,284 patients over a 2-year period the T.P.I. 
test gave a doubtful, false positive, or false negative 
result on 75 patients (5-894), of whom 27 had been previ- 
ously treated for syphilis and 48 had not. Of 39 of the 
48 untreated cases in which a second T.P.I. test was 
performed, the result remained in doubt in 8, in all of 
which, however, the treponemal disappearance test gave 
a strongly positive result and the diagnosis of syphilis 
was confirmed clinically. In 5 cases giving a doubtful 
or negative T.P.I. reaction a negative result by the tre- 
ponemal disappearance test was considered to exclude 
the diagnosis of syphilis. The cause of false positive 
and false negative reactions is discussed and some tech- 
nical details of the treponemal disappearance test are 
considered. 

The author concludes from this study that the T.P.I. 
test remains the most specific and reliable aid to the 
diagnosis of syphilis in doubtful or difficult cases. 

R. D. Catterall 


317. Endemic Syphilis in Syria. (Endemische Syphilis 
in Syrien) 

A. LuGer. Dermatologische Wochenschrift (Derm. 
Wschr.] 137, 25-45 and 57-76, Jan. 11 and 18, 1958. 
23 figs., bibliography. 


During the period 1954-6 the author took part in a 
campaign against endemic syphilis in Syria in which the 
local health authorities collaborated with the World 
Health Organization, and in this paper he. describes the 
clinical and epidemiological findings. In all, 130,000 
persons were examined, more than 49,000 of whom were 
suffering from endemic, non-venereal syphilis. Most of 
the patients lived in remote country districts, and one 
isolated area, in which 1,172 cases were observed, was 
selected for intensive study. 

In over 90% of cases the disease had its onset before 
the age of 15 years. The infection is thought to spread 
through infected saliva, carried especially by the children’s 
hands and fingers—the standard of hygiene is low and 
the chances of infection and superinfection accordingly 
very high. The earliest clinical manifestation was usually 
the appearance of multiple mucous patches in the mouth 
and generalized rashes on the body akin to those of 
secondary venereal syphilis. 
author find single oral or laryngeal lesions, with regional 
adenopathy, which were probably primary sores. The 
incubation period from the time of infection to the onset 
of the secondary stage was observed in 4 cases and ranged 
from 2 to 6 months. 

Leucoplakia with hyperpigmentation in the oral cavity 
was seen in about 20% of cases and is thought to repre- 
sent a late manifestation of endemic syphilis, though no 
direct evidence of this could be obtained. Tabes and 
general paralysis were not seen, and the cerebrospinal 
fluid of 139 unselected patients was completely normal. 
No case of cardiovascular syphilis was found, nor was 
there any evidence of congenital syphilis. The most 
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Only in 5 children did the 
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prominent late manifestations were bone lesions and 
gummata. 

The author considers the absence of visceral involve- 
ment in endemic syphilis to be due to heightened im- 
munity brought about by repeated subclinical super- 
infections, and the absence of congenital infection may 
possibly be due to protection of the placenta against 
infection in the same way. The difference between the 
two forms is thus largely determined by epidemiological 
factors. With improvement of hygiene, continuous 
exposure to infection will be curtailed and with it the tran- 
sition of endemic syphilis into venereal syphilis becomes 
likely. [This hypothesis does not explain the occurrence, 
which the abstracter has observed, of typical syphilis 
with visceral manifestations in patients from endemic 
areas when they contract the infection venereally in the 
towns.] G. W. Csonka 


318. Untreated Syphilis. A Study of Some Aspects of 
its Miaimum and Maximum Influence on the Obstetric 
History and Progeny of the Human Female 

F. S. BonuGut. British Journal of Venereal Diseases 
[Brit. J. vener. Dis.] 33, 217-222, Dec., 1957. 7 refs. 


A comparative study is reported of the apparent mini- 
mum and maximum effects of untreated syphilis on the 
obstetric history and on the offspring of women attending 
the Venereal Disease Department of the Royal Victoria 
Hospital, Belfast, between December, 1949, and January, 
1953. The case histories of all women over 20 years of 
age who showed evidence of syphilis and who had had 
one or more “ unprotected ” pregnancies were analysed 
by age groups. In cases in which all births occurred 
before the onset of infection or after treatment the 
obstetric history was discarded, and in cases in which 
previous treatment had been given, only pregnancies 
occurring during the period of infection and before 
treatment were recorded. The results of the study 
(Group A) were considered to give a minimum picture of 
the influence of untreated disease, 79 consecutive and 
unselected obstetric histories of syphilitic parous women 
being analysed in age groups in this way. In contrast 
13 selected cases (Group B) were studied to show the 
apparent maximum damage produced by the disease. 
Altogether, the end result of 324 pregnancies out of a 
total of 445 was determined. 

In both groups there was a 25% risk of miscarriage or 
stillbirth, but at one year old the rate of loss was frac- 
tionally (1-9°%) higher in Group B. Of the offspring in 
Group A, 35°% were syphilitic, while in Group B (showing 
the maximum effect) the figure was no less than 66%. 

The author concludes that any possible immunity 
possessed by the female against the effects of syphilis on 
her own tissues is counterbalanced by the grim effects on 
obstetric history in the absence of treatment. [These 
results show clearly that in this respect the treponeme 
has lost none of its virulence.] A. J. Gill 


319. Congenital Biologic False-positive Serologic Test 


for Syphilis 
J. F. CaNNon. A.M.A. Archives of Internal Medicine 
[A.M.A. Arch. intern. Med.| 101, 620-622, March, 1958. 
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320. Is Erythema Nodosum Leprosum a Favorable 
Occurrence? 

A. R. Davison and R. Kooy. Jnternational Journal of 
Leprosy [Int. J. Leprosy] 25, 91-98, April-June, 1957 
[received Feb., 1958]. 4 figs., 8 refs. 


Erythema nodosum leprosum (E.N.L.), a skin eruption 
characterized by dusky-red nodules 0-5 to 4 cm. in 
diameter on the limbs, face, and, less frequently, on 
the trunk, occurs only in patients with the lepromatous 
type of leprosy. In this paper from Westfort Institution, 
Pretoria, a study is reported of the prognostic significance 
of E.N.L. The nodules last from a few hours to several 
weeks, and recurrent attacks are the rule. The incidence 
of E.N.L. has risen since the advent of sulphone therapy, 
and the condition is seen most frequently in patients 
undergoing prolonged treatment for leprosy. 

The authors estimated the “* period before negativity ”’ 
—that is, the period from the beginning of treatment 
until the disease was considered to be arrested—in cases 
with and without E.N.L. Among 97 arrested cases the 
average period before negativity was 57 months in cases 
without E.N.L. as against 72 months in cases with E.N.L. 
Statistical analysis showed that the difference was highly 
significant. In a further study it was found that the 
degree of severity of E.N.L. was of no prognostic signifi- 
cance. Discussing the part played by drugs in the pro- 
duction of E.N.L. the authors state that all drugs which 
are active in leprosy tend to produce E.N.L., but that, 
contrary to current views, the sulphones are not more 
blameworthy than other drugs in this respect. A study 
of the relationship between the density of infection and 

E.N.L. in patients undergoing treatment showed that it 
took longer to eliminate the bacilli in patients with 
E.N.L. than in those without. It is considered that 
E.N.L. resembles the Herxheimer reaction, and that its 
occurrence during the treatment of leprosy is not a 
favourable prognostic sign. William Hughes 


321. Therapeutic Trials in Leprosy Using Serial Biopsies 
D.S. Ripiey. Leprosy Review [Leprosy Rev.] 29, 45-52, 
Jan., 1958. 7 refs. 


Writing from the Hospital for Tropical Diseases, 
London, the author first points out the difficulties of 
therapeutic trials in leprosy and the fallacies of the “* bac- 
terial index’, and goes on to demonstrate that “‘ serial 
biopsies provide the basis of an index which takes 
account of both size and density of the bacterial mass ” 
in lepromatous lesions, and are thus a better measure of 
therapeutic response than other methods in current use. 
The “* biopsy index ” is obtained by multiplying an index 
figure (ranging from 1 to 6) representing the number of 
bacilli per microscopical field (using the 2-mm. objective) 
of the section by the fraction of the section occupied by 
the leprous granuloma. The method is fully explained. 
The skin biopsy specimens should be taken every 6 
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months for 12 months or more. [For details of the histo- 
logical technique the original paper should be consulted.]} 
F. Hawking 


322. The Pathogenesis of Ocular Onchocerciasis 

F. C. RopGer. Transactions of the Ophthalmological 
Society of the United Kingdom [Trans. ophthal. Soc. U.K.] 
77, 267-289, 1957. 12 figs., 15 refs. 


The author describes the method used in the West 
African Ophthalmic Survey for estimating the degree of 
infestation of a victim of onchocerciasis in which not 
only the number of adult worm colonies, or nodules, is 
noted, but an estimate is also made of the density of the 
subcutaneous microfilarial population by taking biopsies 
at five different sites—calf, thigh, chest, neck, and eyes— 
up to 4 biopsies being taken from each site (except the 
eyes) if necessary to establish the presence of infection. 
The density of infestation being greatest in the lower parts 
of the body (unless scalp nodules are present, when 
infestation will be greatest locally in the upper part of 
the body) positive biopsy findings at the different sites 
are given scores increasing from one point for the calf 
to 16 for the eye. The total score is then taken as the 
Individual Density Figure (1.D.F.) of the subject exam- 
ined, a score of 5 indicating a mild infection and 15 a 
severe one, the risk of ocular involvement increasing 
with the score. Thus in the eastern Nigerian rain- 
forest areas, the infectivity rate amongst the population 
was found to be 75%, yet there was no blindness, a 
finding which was explained by using the above method 
of assessing the density of infection, whereby the micro- 
filariae were shown to be restricted to below the waist in 
practically every case. In the Northern Territories on 
the other hand, where the I.D.F. was generally found to 
be higher, eye infection was more frequent. It is sug- 
gested that the high vitamin-A content of the diet in the 
former region may restrict the dissemination of the larvae 
from the nodules. 

Corneal or limbal lesions in cases of onchocerciasis 
may be associated with a high I.D.F., but in some cases 
of punctate keratitis the I.D.F. is low, from which it is 
concluded that the latter condition may often be due toa 
virus infection. Furthermore, among patients with 
posterior segmental ocular lesions two distinct groups 
can be defined, one showing a posterior exudative uveitis 
with plentiful larvae in the retina and choroid on histo- 
logical examination, in which the I.D.F. is high, and the 
other showing mainly sclerotic lesions of the choroid, 
in which the I.D.F. is low and the number of nodules 
small. In experimental studies it was found that live 
microfilariae extracted and suspended in Locke-Ringet 
solution could be maintained in the aqueous humour of 
rabbits for 3 weeks without producing reaction, whereas & 
much smaller number of dead ones caused a violent 
reaction, and all the typical ocular lesions could be pro- 
duced in this way. There was no evidence of the induc 
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injections producing a milder response. These experi- 
ments were confirmed in man. When dead microfilariae 
were introduced subconjunctivally in uninfected indivi- 
duals there was a violent reaction; in those with a low 
1.D.F. mild hyperaemia resulted, and in those with a 
high I.D.F. marked tolerance was observed. The risk 
of ocular involvement therefore appears to depend on the 
balance of various factors. The nearer the nodule is to 
the eye, the sooner will this be infected, and before im- 
munity or tolerance has evolved, whereas with the more 
usual site of the nodule in the lower part of the body a 
degree of immunity will have developed by the time the 
eye is invaded. 

The difference between the two types of posterior ocular 
k-sion may be that the presence of larvae is necessary to 
excite the exudative type, whereas the sclerotic type occurs 
when the degree of infestation is low and larvae are not 
p-esent in the globe, in which case some other factor 
nust be sought to account for it. A deficiency of vitamin 
A may be one of these, evidence being presented to show 
that treatment with the vitamin may improve the visual 
a.uity considerably. A circulating toxin produced by 
the free adult worms may be the underlying cause. 

J. E. M. Ayoub 


323 (a). Treatment of Ascariasis with Various Salts of 
Piperazine 

L. G. Goopwin and O. D. STANDEN. British Medical 
Journal [Brit. med. J.] 1, 131-133, Jan. 18, 1958. _7 refs. 
323 (b). Piperazine and Male Fern in Expulsion of 
Tapeworms 

L. G. Goopwin and O. D. STANDEN. British Medical 
Journal [Brit. med. J.] 1, 133-134, Jan. 18, 1958. 3 refs. 


323 (c). Piperazine in Treatment of Hookworm Infection 
L. G. Goopwin and O. D. STANDEN. British Medical 
Journal (Brit. med. J.] 1, 135, Jan. 18, 1958. 1 fig., 4 refs. 


From the results of trials carried out in the Gambia 
and in Tanganyika the authors conclude that piperazine 
is ineffective against whipworm, hookworm, and tape- 
worm. They confirm, however, that it is of great value 
in treating infestation with Ascaris lumbricoides and 
Enterobius vermicularis. In view of conflicting claims 
concerning the relative efficacy of different salts of 
piperazine against the last two parasites comparative 
trials were carried out in the Gambia among school- 
children with ascariasis. 

In the first trial tablets of piperazine adipate, phos- 
phate, sebacate, stearate, and citrate were administered 
to different groups, totalling 386, in a single dose equiva- 
lent to 3 g. of the hexahydrate. The clearance rate in 
the groups given citrate, phosphate, and adipate was 
76°, in each case, and in those given sebacate and 
stearate 86%. In two smaller groups (28 subjects in 
each) treated with 4-g. doses of the phosphate and adi- 
pate the clearance rates were 89°% and 82% respectively. 
In the second trial the efficacy of piperazine citrate given 
as a syrup * antepar ’’) was compared with that of the 
same salt given as a tablet, a single dose equivalent to 
49. of the hexahydrate being used in each case. Among 
91 children with ascariasis given tablets the clearance 
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rate was 84%, among 94 given freshly prepared syrup 
87%, and among 143 given syrup stored at 37° or 50° C. 
for 6 months it was also 87°%. The syrup proved to be 
more acceptable and easier to give than the tablets, and 
no toxic side-effects were noted. 

It is concluded that the efficacy of piperazine depends 
on the quantity of the base given and not on the salt 
used. Clement C. Chesterman 


324. Anaemias of the Tropics: East Africa, with Special 
Reference to Proteins and Liver 

H. Foy and A. Konp!. Transactions of the Royal Society 
of Tropical Medicine and Hygiene [Trans. roy. Soc. trop. 
Med. Hyg.] 52, 46-70, Jan., 1958. 2 figs., bibliography. 


An analysis is presented of cases of anaemia (haemo- 
globin level below 8-5 g. per 100 ml.) occurring among 
Africans admitted to the King George VI Hospital, 
Nairobi. The 85 patients were all drawn from areas 
ranging in altitude from 3,000 to 6,000 feet (910 to 1,820 
m.) and in Africa, as in India, megaloblastic anaemias 
predominate at this altitude. The average haemoglobin 
level was 5-2 g. per 100 ml. There were 33 cases of 
megaloblastic and 24 of iron-deficiency anaemia, the 
anaemia in the remaining 28 cases being due to miscel- . 
laneous conditions. These last were not subjected to 
further analysis. 

Cases of megaloblastic anaemia in Africans can be 
classified into three clinically and haematologically in- 
distinguishable types according to their response to 
treatment: (1) responding to folic acid but not to 
vitamin B,2 (cyanocobalamin) given orally or parenter- 
ally or to oral penicillin; (2) responding to penicillin or 
oral vitamin B,2 (these cases apparently being deficient 
in vitamin B;2 and the administration of penicillin prob- 
ably increasing the intestinal synthesis of the vitamin); 
and (3) pernicious anaemia (which is comparatively rare). 
The incidence of megaloblastic anaemia of the first two 
types is greatest between November and April and least 
between July and October. Its aetiology is obscure, 
and although dietary factors are no doubt important, 
their effect appears to be an indirect one through their 
influence on the intestinal flora, leading to lack of syn- 
thesis of, or competition for, essential substances. There 
were nearly as many males as females with megaloblastic 
anaemia in the authors’ series. This was also true of 
iron-deficiency anaemia, which in general responded very 
well to the administration of ferrous sulphate. For full 
improvement, however, folic acid, and in some cases 
extra protein, had to be given. A high protein intake 
alone did not produce a significant response in any of 
the types of anaemia studied. 

‘No specific change in the serum protein pattern was 
found in either group and, as in marasmus and kwashi- 
orkor, in which severe anaemia is rare, there was no 
relation between haemoglobin values and the serum 
protein pattern. The presence of anaemia of either type 
did not appear to be associated with enlargement of the 
liver and spleen or with any special finding on liver 
biopsy such as erythrophagocytosis, anoxic changes, 
thickening of the portal tracts, or siderosis. 

W. H. Horner Andrews 
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325. Instability of Pollen Antigen Solutions. [In 
English] 
N. Hsortu. Acta Allergologica [Acta allerg. (Kbh.)] 11, 


- 249-260, 1957. 4 figs., 5 refs. 


The stability of solutions of pollen antigens, par- 
ticularly of high dilutions, was investigated at the Uni- 
versity Hospital of Copenhagen. Skin tests were carried 
out on pollen-sensitive patients, 0-01 to 0-02 ml. of 
1:10,000,000 to 1:10,000 antigen solutions being given 
intracutaneously. The size of the weals produced by 
identical pollen antigen solutions from two 10-ml. vials 
originally filled with 10 ml. and 1 ml. respectively were 
compared. The results of paired tests of two batches 
on 41 and 38 patients were examined. It was found that 
solutions from partially filled vials produced much weaker 
reactions than solutions of the same concentration from 
full vials. Paired tests were also carried out (20 patients) 
with antigen solution from completely filled 10-ml. vials 
and solution from similar vials from which 9 ml. had 
been removed 3 to 21 days previously. It was found 
that the last millilitre in a 10-ml. vial had the same 
potency as the first millilitre of a similar vial containing 
a solution of a 10-fold lower concentration. In general 
the percentage fall in activity was greatest for the high 
dilutions, although still considerable at a concentration 
of 1: 1,000. 

It is recommended that until suitable stabilizers have 
been tested, antigen vials when half emptied should be 
discarded. A. W. Frankland 


326. Chronic Asthma Treated with Powder Inhalations 
of Hydrocortisone and Prednisolone 

W. BrockBANK and C. D. R. PENGELLY. Lancet 
[Lancet] 1, 187-188, Jan. 25, 1958. 2 refs. 


Inhalation of powders of hydrocortisone acetate and 
prednisolone was given a blind trial on a series of patients 
with chronic asthma at Manchester Royal Infirmary. 
The selected patients were each provided with 14 capsules 
containing hydrocortisone, prednisolone, or an inert 
substance, the capsules being inserted in an inhaler which 
was given three ** sharp squeezes ” 3 times a day. The 
capsules contained 15 mg. of hydrocortisone acetate or 
5 mg. of prednisolone, and since one capsule lasted on 
the average 5 days, the daily dose of the former drug was 
3 mg. and of the latter 1: mg. The duration of treatment 
was about 70 days in each case. Of 24 patients given 
hydrocortisone, 17 were “ improved” or “* much im- 
proved’; of 7 receiving prednisolone, one was “‘ much 
improved ”; and of 13 given the placebo, 5 were “* much 
improved” or “improved”. In patients treated with 
hydrocortisone improvement lasted on the average for 6 
weeks. 

The authors consider that because the dosage of hydro- 
cortisone was low the beneficial effect of the drug was 
the result of local action on the bronchial tree. It has 
been found that hydrocortisone is preferable to predni- 
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solone for local application in skin diseases. The reason 
for this is not clear, since hydrocortisone acetate is said 
to be quite insoluble and prednisolone almost insoluble 
in water. 

[This trial, although a small one, shows that small 
doses of insoluble salts of hydrocortisone may have a 
beneficial effect when inhaled in powder form. The 
authors do not state the particle size; this is an important 
factor since to reach the bronchioles particles must be less 
than 5 yw in diameter.] R. S. Bruce Pearson 


327. Prednisolone Compared with Cortisone in Treat- 
ment of Children with Chronic Asthma 

D. C. THurRsBY-PELHAM and M. C. S. KENNEDY. British 
Medical Journal (Brit. med. J.] 1, 243-247, Feb. 1, 1958. 
3 figs., 8 refs. , 


The comparative effects of cortisone and prednisolone 
on ventilatory function in chronic asthma were studied in 
12 children, aged 9 to 15 years, at the North Staffordshire 
Royal Infirmary. The expiratory flow rate over the first 
0-75 second of expiration (E.F.R.49) was determined on 
two occasions each week before and after 5 minutes’ 
inhalation of adrenaline aerosol (1 in 1,000). The dos- 
ages of the drugs were: cortisone, 75 mg. daily for the 
first 2 weeks followed by 50 or 62-5 mg. daily; predni- 
solone, 15 mg. daily for the first 3 weeks and 10 mg. daily 
for a further 3 weeks. The course of cortisone was pre- 
ceded or followed by a course of a placebo in a blind 
trial, but in none of the cases did the placebo prove more 
effective than cortisone. 

Of the 12 children, 2 responded better to cortisone than 
to prednisolone, whereas 7 responded better to the latter 
drug. The response of the group as a whole to the 
adrenaline aerosol was highest 1 to 2 weeks after treat- 
ment. During the first week of prednisolone adminis- 
tration and the first 2 weeks of cortisone therapy the 
adrenaline response was less than it was before treatment 
started, but after this initial period the response was 
enhanced. Prednisolone was more effective than corti- 
sone and the response was obtained more quickly with 
the former. Prednisolone also has the advantage that 

it does not cause salt retention. J. Pepys 


328. Pediatric Allergy—a Critical Review 
C. CoLLins-WILLIAMs and B. RATNER. Annals of Allergy 
[Ann. Allergy] 16, 174-235, March-April, 1958. Biblio- 


graphy. 


329. Allergy in Children Versus Allergy in Adults. 
[Review Article] 

C. CoLuis-WILLIAMS. Canadian Medical Association 
Journal (Canad. med. Ass. J.| 78, 276-279, Feb. 15, 1958. 
14 refs. 
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330. The Effects of Corn Oil on Serum Lipids in Normal 
Active Subjects 
W. SHAPIRO, E. H. Estes, and H. L. HILDERMAN. Ameri- 
can Journal of Medicine [Amer. J. Med.| 23, 898-909, 
Dec., 1957. 10 figs., bibliography. 


An investigation is reported of the effects of diets 
of varying fat content on the serum lipid level in 6 
healthy young men. With the consumption of a palat- 
able and practicable diet in which 70°% of the fat intake 
vas derived from corn oil (a readily available unsatur- 
a.ed fat) and the total fat intake was restricted to 100 g. 
per day, significant falls in the serum lipid level were 
observed. There was also a striking fall in the serum 
cholesterol values, especially in the free fraction, at the 
end of one week of this diet, and a still greater fall after 
2 weeks. The serum lipid phosphorus and total lipid 
levels changed to a lesser extent and more gradually, 
while there was a small but definite increase in the iodine 
number; the serumf-lipoprotein content fell only slightly. 
Ir. another trial in which the diet contained corn oil in 
acdition to the normal average fat content the various 
values tended to return to the control levels with the 
exception of the B-lipoprotein content and iodine number. 

A. Gordon Beckett 


331. A Disease, Probably Hereditary, Characterized by 
Severe Mental Deficiency and a Constant Gross Abnor- 
mality of Aminoacid Metabolism 

J. D. ALLAN, D. C. Cuswortn, C. E. Dent, and V. K. 
Witson. Lancet [Lancet] 1, 182-187, Jan. 25, 1958. 


A condition, probably hereditary, characterized by 
mental deficiency and abnormal amino-acid metabolism 
is described. A 3-year-old girl, one of 5 siblings, was 
admitted to Stepping Hill Hospital, Stockport, because 
of epileptic fits. Examination revealed a systolic cardiac 
murmur and a severe degree of mental deficiency. The 
alkaline phosphatase level in the serum was slightly in- 
creased (23 to 28 King—Armstrong units) and on chroma- 
tography an unusual amino-acid was found in the urine. 
The results of other biochemical tests were normal. 
Subsequent investigation of 3 living siblings revealed 
that a boy, aged 6, was also mentally defective and had 
a systolic cardiac murmur; the urinary amino-acid 
chromatogram in this patient showed the same gross 
abnormality. Both children resembled each other 
facially and had abnormally brittle hair. The electro- 
encephalogram (EEG) in both was quite abnormal, but, 
paradoxically, epileptic features were observed in the 
EEG of the boy, who had no history of convulsions. 
The urinary chromatograms showed a constant large 
amount of an unidentified substance reacting with nin- 
hydrin, the chemical reactions of which suggested a 
peptide resistant to acid hydrolysis rather than a single 
amino-acid.. It was found in larger quantities in the 
cerebrospinal fluid (C.S.F.), the levels in the 2 cases being 
42 mg. and 5-1 mg. respectively per 100 ml., than in the 
plasma (1-7 mg. per 100 ml.). Renal clearance appeared 


to be complete, none of the unidentified substance being 
reabsorbed by the tubules, and the boy’s daily output 
was calculated to be 1-3 g. 

It is suggested that the condition is inherited, although 
the urinary amino-acid chromatograms of the remaining 
members of the family were not abnormal. The high 
level of the unidentified substance in the C.S.F. may 
indicate that the basic defect is a cerebral one, the 
abnormal compound passing into the plasma because 
it cannot be utilized and eventually being excreted by 
the kidney as a low-threshold substance. This com- 
bination of physical and mental defects and abnormal 
amino-acid excretion is rare, since of 1,500 mentally 
defective children examined, none showed this particular 
substance in the urine. Kenneth Gurling 


332. Dietary Fat and Cholesterol Metabolism. Faecal 
Elimination of Bile Acids and Other Lipids 

H. Gorpon, B. Lewis, L. EALes, and J. F. Brock. 
Lancet [Lancet] 2, 1299-1306, Dec. 28, 1957. 34 refs. 


Following up the series of observations previously 
reported from the University of Cape Town (Lancet, 
1956, 1,521; Abstr. Wid Med., 1956, 20, 355) the authors 
have further investigated the effects of ingestion of satur- 
ated fats on cholesterol metabolism. Highly unsatur- 
ated sunflower-seed oil (iodine value about 135) and 
hydrogenated coconut fat (iodine value 6) were fed 
separately and together to 10 patients without active 
disease for periods up to 60 days as supplements to a 
basic low-fat diet or as isocaloric substitutes for sugar. 

It was confirmed that the administration of sunflower- 
seed oil regularly and substantially reduced the serum 
cholesterol and f-lipoprotein levels within a few days, 
whereas feeding hydrogenated coconut fat increased 
these levels. The depression or elevation of the serum 
cholesterol level was maintained, with some fluctuation, 
during the whole experimental period. The addition 
of an approximately equal amount of sunflower-seed oil 
to a diet containing a large amount of coconut fat caused 
a marked fall in the serum cholesterol concentration 
(though to a level not significantly below that observed 
with the basic diet). Although the sunflower-seed oil 
occasionally caused diarrhoea with increased faecal 
fat excretion, normal fat absorption could be maintained 
in most subjects with a daily dietary fat intake of 200 g. 

The feeding of sunflower-seed oil in these experiments. 
increased considerably the excretion of bile acids, while 
the feeding of an identical amount of hydrogenated 
coconut fat had only an insignificant effect on bile-acid 
excretion. It is usually accepted that bile acids are the 
major end-product of cholesterol metabolism, and al- 
though the bile-acid content of faeces may be modified to- 
a large extent by micro-organisms, the authors consider 
that the increased excretion after sunflower-seed oil 
administration may indicate an increased catabolism 
and excretion of cholesterol. Z. A. Leitner 
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333. Asymptomatic Enlargement of the Parotid Glands 
J. J. DUGGAN and E. N. ROTHBELL. New England 


Journal of Medicine [New Engl. J. Med.] 257, 1262-1267, 
Dec. 26, 1957. 1 fig., 33 refs. 


Among 2,000 patients admitted to the medical service 
of a Veterans Administration Hospital in New York 
during a 2-year period the authors found 40 with visible 
enlargement of the parotid glands, bilateral but not 
always symmetrical, and asymptomatic; 10 additional 
cases were found elsewhere at the same centre. Of the 
total of 50,45 were men. Obesity was common, 40 out 
of the 50 being more than 10% above the upper limit of 
normal weight; these subjects were sthenic, stocky, 
squarely built, and well muscled. A raised diastolic 
pressure was present in 35; 33 had impaired carbohy- 
drate tolerance; and of the 37 with hepatomegaly, 25 
were thought to have cirrhosis and 10 a fatty liver. In 
44 of these 50 patients the diet was abnormal, 41 being 
also alcoholics; the diet of the remaining 6 was un- 
remarkable. 

Although the pathogenesis and pathology of the con- 
dition is unknown, the authors believe that the parotid 
enlargement is associated with disturbed nutrition, 
probably a relative protein deficiency. 

A. Gordon Beckett 


334. Costal Intra-osseous Venography in the Diagnosis 
of Portal Hypertension. [In English] 

R. ScHOBINGER. Gastroenterologia [Gastroenterologia 
(Basel)] 88, 21-31, 1957. 4 figs., 10 refs. 


The value of costal intra-osseus venography in the 
diagnosis of portal hypertension is discussed and the 
technique described. Under local analgesia a bone- 
marrow needle is introduced into the marrow of the 
tenth rib in the left mid-axillary line and 8 to 10 ml. of 
50% sodium diatrizoate (“‘ hypaque”’) is injected. In 
healthy subjects the local venous drainage as far as the 
hemiazygos and azygos veins is visualized. In patients 
with portal hypertension this relatively simple pattern 
is replaced by a complex system of tortuous veins; 
collateral vessels in the thoracic wall and the internal 
vertebral plexi are often visualized. P. C. Reynell 


335. Appendicitis and Acute Terminal Ieitis during an 
Outbreak of Gastro-enteritis among British Troops in 
Port Said 

D. J. Cowan. British Medical Journal [Brit. med. J.) 1, 
438-440, Feb. 22, 1958. 13 refs. 

The possible relationship between gastro-enteritis, acute 
appendicitis, and acute terminal ileitis is discussed with 
reference to the author’s observations during an epidemic 
of gastro-enteritis among British troops occupying Port 
Said in November and December, 1956. 

During the 6-week period 365 patients were admitted 
to hospital with acute gastro-enteritis. The clinical pic- 
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ture of bacillary dysentery was present in only a few; in 
the majority the condition was characterized by fever, 
frontal headache, and occasionally neck rigidity, fol- 
lowed by abdominal colic and diarrhoea. In about one- 
third of the patients in the latter group there was right- 
sided abdominal pain and tenderness. During the same 
period 29 patients with a presumptive diagnosis of acute 
appendicitis were admitted. Of these, 15 were con- 
sidered to have gastro-enteritis with appendicular symp- 
toms and were treated conservatively. In 3 of them there 
was a tender, sausage-shaped tumour in the right iliac 
fossa, suggesting some degree of ileitis, and all 3 sub- 
sequently developed diarrhoea. Laparotomy was carried 
out in 14 cases; definite acute inflammation of the appen- 
dix was present in 10, generalized hyperaemia of the 
bowel in one, and acute inflammation of the terminal 
ileum in 3. In one of the patients with acute terminal 
ileitis the appendix was removed before the condition 
had been correctly diagnosed. All 3 patients made a 
good recovery. 

The author suggests that the incidence of these three 
conditions over a period of 6 weeks in a relatively small 
population of young healthy adults indicates that a 
common factor operated to produce all three. 

T. D. Kellock 
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336. The Upper Pole of the Stomach. (Le pole 
supérieur de l’estomac) 

M. H. Nemours-AucGuste. Archives des maladies de 
l'appareil digestif et des maladies de la nutrition [Arch. 
Mal. Appar. dig.] 46, 1261-1286, Dec., 1957. 11 figs. 


Radiological studies of the oesophago-gastric junction 
[in an unspecified number of subjects] are described in 
which barium emulsion and paste were used as contrast 
media, antero-posterior and lateral views being taken 
with the subject erect, prone, and supine. For the lateral 
exposures a horizontal beam was used, with the film held 
against the side. The point of entrance of the barium 
into the stomach was difficult to recognize, as fluid media 
entered in a forcible jet, while paste was extruded as in 
defaecation. In no case could the feature variously 
described as the oesophago-gastric angle, angle of His, 
cardiac incisura, or flap- valve of Gubaroff be demon- 
strated. 

(In the discussion which followed the presentation of 
this paper at a meeting of the Société Nationale Frangaise 
de Gastro-Enterologie the author was attacked for deny- 
ing the existence of the flap valve which, in the French 
and German literature, is usually accepted as the main 
mechanism preventing reflux. In his reply he acknow- 
ledged the existence of the valve, but repeated that it was 
impossible to demonstrate it radiologically because the 
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gastric shadow was always superimposed.) [In the 
abstracter’s opinion this impossibility illustrates an im- 
portant principle in the radiography of hollow organs. 
The weaker part of the elastic wall of such an organ 
tends to balloon out when the organ is distended so that 
it appears in profile, whereas a less elastic area, such as 


_ the cardia, tends to become embedded as the more 


elastic part balloons out all around it.] 

3 Denys Jennings 
357. Hypoglycemia following Partial Gastrectomy 

C. M. B. Pare. American Journal of Digestive Diseases 
[imer. J. dig. Dis.] 3, 1-11, Jan., 1958. 41 refs. 


There are two contradictory hypotheses concerning 
the causation of the hypoglycaemia which occurs after 
gestrectomy, one explaining it as the immediate result 
of the anatomical and physiological changes due to the 
operation, the other attributing it to hormonal changes 
secondary to gastrectomy. In order to test the validity of 
these theories investigations were carried out on a total 
of 122 patients who had undergone partial gastrectomy 
and 9 who had undergone gastro-jejunostomy for peptic 
ulcer, healthy subjects and patients with peptic ulcer 
treated conservatively serving as controls. Of the 131 
paients, 25 suffered from hypoglycaemic symptoms. 
The results of the oral glucose tolerance test on 16 con- 
trc| patients with peptic ulcer were normal apart from a 
slizht but definite increase in the height to which the 
blood sugar level rose; of 28 patients who had under- 
gone gastric resection, 14 reacted to the oral glucose 
tolerance test with abnormally high hyperglycaemia 
foliowed by a steep fall to hypoglycaemia, though neither 
the amount nor the rate of fall of the blood sugar level 
appeared to be related to the occurrence of hypogly- 
cacmic symptoms. The results in 5 patients with gastro- 
jejunostomy were little different from those obtained. 
after resection. Glucose tolerance tests with intra- 
jejunal administration of glucose through a Méiller- 
Abbott tube on 5 control patients with peptic ulcer 
produced a hyperglycaemic phase similar to that seen in 
the patients with gastro-jejunostomy, but there was no. 
subsequent hypoglycaemia. These observations do not 
support the theory that hypoglycaemia following gastrec- 
tomy is due to rapid absorption of glucose, with conse- 
quent excessive hyperglycaemia“ leading to functional 
hyperinsulinism, while the similarity of the findings 
after the two types of operation makes it difficult to 
attribute it to accidental cutting of vagal fibres during 
operation or to the loss of the alpha cells of the stomach. 

Intravenous glucose tolerance tests were performed on 
5 healthy control subjects, 21 control patients with peptic 
ulcer, 22 patients after gastrectomy, and 2 after gastro- 
jejunostomy. All three groups of patients showed a 
marked delay (95, 112, and 100 minutes respectively 
against 45 to 60 minutes in the controls) in the return_ 
of the blood sugar level to the fasting value, this reaction 
being similar to that occurring in diabetics and persons 
with increased insulin resistance. These findings sug- 
gest that in patients with peptic ulcer there is an abnor- 
mality of carbohydrate metabolism which is accentuated 
after operation. It is possible—on the basis of Selye’s 
general adaptation syndrome—that a deficiency of 
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adrenal glucocorticoids exists which, after the stress of 
operation, is responsible for the abnormal behaviour 
of the blood sugar level, the length of time the symptoms 
last depending on the individual degree of adaptation to 
the stress. Investigations of adrenal function after 
gastric resection would seem necessary for the elucidation 
of the mechanism of postgastrectomy hypoglycaemia. 

L. H. Worth 


338. Gastric Ulcers of the Subcardial Region. - (Les 
ulcéres gastriques de la région sous-cardiale) 

F. Moutier, A. Cornet, and P. Court. Archives des 
maladies de Il’ appareil digestif et des maladies de la nutri- 


tion [Arch. Mal. Appar. dig.) 46, 1237-1260, Dec., 1957. 
16 figs., 27 refs. 


In a series of 1,099 cases of gastric ulcer [no details of 
selection given] there were 100 in which the ulcer was 
situated within 5 cm. of the cardia, which the authors 
define as the subcardial region. In 30 cases it was im- 
possible to demonstrate the ulcer radiologically. In 40 
cases gastroscopy was difficult as a result of spasm or 
oedema; in 10 of these it was impossible to pass the 
instrument at all and in 8 the ulcer was invisible owing 
to the presence of oedema, blood, or mucus. The main 
difficulty in such cases is that the gastroscope slides 
round the oedematous hillock, and it is impossible to see 
the crater which is embedded in the summit. In 58 cases 
in which gastroscopy was relatively easy an attempt was 
made to assess the distance of the ulcer from the cardia. 
The distribution was apparently random, there being as 
many ulcers within 1 cm. of the cardia as there were be- 
tween 4 and 5 cm. from it. 

In 30 cases the site of the pain was atypical—in the 
precordium, in the neck, along the left costal margin, 
or in the dorsal or lumbar spine. In 10 cases there was 
no pain and the presenting symptom was haemorrhage 
or loss of weight. Neither perforation nor stenosis of 
the cardia occurred in this series, but there were 17 cases 
of haemorrhage. Acid reflux, belching, and dysphagia 
were rare. About 50 of the ulcers apparently healed, 
while 4 patients died, 2 after surgery and 2 from 
haemorrhage. 

[There is no information about the subsequent cours? 
in these cases. Some were apparently referred to sur- 
geons and the possibility of operation discussed, but 
there is no note as to what was actually done. The 
diagnosis and location of ulcers close to the cardia is so 
difficult and unreliable that it would be interesting to 
know how frequently such lesions are first found at 
necropsy. ] Denys Jennings 


339. Hexocyclium Methosulfate in Active Duodenal 
Ulcer 

A. M. KasicH and H. D. Fein. American Journal of 
Digestive Diseases [Amer. J. dig. Dis.] 3, 12-23, Jan., 
1958. 7 figs., 11 refs. 


The power of hexocyclium methosulphate (“ tral ’’), 
a new anticholinergic drug, to combat excessive acidity 
of the stomach contents in patients with duodenal ulcer 
was assessed in 48-hour trials on 28 subjects. A Levin 
tube was introduced as far as the antrum and its position 
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controlled radiologically. During the first 24 hours 4 oz. 
(114 ml.) of a 3:1 mixture of milk and light cream was 
given every hour while the patient was awake, and 5 ml. 
of stomach contents was withdrawn at hourly intervals 
at the half-hour. During the second 24 hours hexo- 
cyclium was given by mouth, 6 patients receiving 25 mg. 
of the standard preparation every 6 hours and 22 receiv- 
ing a long-acting form of the drug contained in a slowly 
dissolving plastic matrix in doses of 50 to 100 ml. every 
12 hours. The stomach contents were aspirated as 
before, except that a 90-minute interval was allowed 
after each dose of the drug. At the end of each 24-hour 
period the pH of the specimens was estimated with a 
Beckman electrometer at room temperature. It was 
ascertained that a slight change towards the alkaline side 
occurred in samples after standing for 24 hours. In all 
cases the pH of the gastric contents was markedly 
affected by the administration of hexocyclium, a range 
of values from 1-0 to 2:5 changing to one from 3-0 to 4-5. 
Even with the standard form of the drug the effect lasted 
for 6 to 8 hours, while a single dose of the long-acting 
preparation maintained the pH fairly steadily at 2:5 to 4-5 
for 10 to 12 hours. 

In clinical trials on 57 patients with duodenal ulcer the 
drug has been used for periods up to 4 months without 
any untoward side-effects except for occasional dryness 
of the mouth. Relief from pain and distress is reported 
as being prompt and enduring. In addition 20 patients 
with irritable colon were given hexocyclium as the only 
medication, together with a bland diet, with considerable 
success, the pain ceasing and the frequency of the 
motions diminishing. 

The authors conclude that this drug, especially in its 
long-acting form, should prove valuable in the treatment 
of ducdenal ulcer in conjunction with diet and antacids. 

L. H. Worth 


340. The Early and Delayed Phases of Gastric Acid 
Secretion in Response to Insulin Hypoglycemia. I. The 
Hypoglycemic Secretory Responses in Duodenal Ulcer 
Patients and Non-ulcer Subjects. II. The Hypoglycemic 
Secretory Responses in Duodenal Ulcer Patients after 
Vagotomy-—Pyloroplasty 

S. J. STEMPIEN, J. D. FRENCH, A. DAGRADI, H. J. Movius, 
and R. W. Porter. Gastroenterology [Gastroenterology] 
34, 104-110 and 111-116, Jan., 1958. 6 figs., 5 refs. 


Following earlier work on hypothalamic and extra- 
vagal influences on gastric secretion in monkeys, the 
results of which were described by Porter et al. (Surgery, 
1953, 33, 875) and French et al. (Surgery, 1953, 34, 621), 
the authors have now investigated, at the Veterans 
Administration Hospital, Long Beach, California, the 
effect of insulin-induced hypoglycaemia on gastric acid 
secretion in 27 patients with duodenal ulcer and 18 
without ulcer. Double-lumen tubes were passed, the 
distal tip of one tube being placed under fluoroscopic 
control in the second portion of the duodenum and 
constant Wangensteen suction applied, while through 
the second lumen, the tip of which lay in the pyloric 
antrum, complete gastric samples were first aspirated 
every 15 minutes for 2 hours (basal secretion) and then 
at the same intervals for a further 4 hours after the intra- 
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venous injection of 15 units of ordinary insulin. Blood 
sugar levels were determined before, and again 45 and 
120 minutes after, the insulin injection, and eosinophil 
granulocyte counts were carried out before and 4 hours 
after the injection. The total hydrochloric acid content, 
which was calculated in milli-equivalents on the basis of 


the volume and pH of the 15-minute aspirates, was then _ 


recorded in three phases: the 2-hour basal secretion, 
2-hour early-phase secretion attributable to vagal 
stimulation, and 2-hour delayed-phase secretion pre- 
sumably due to a humoral influence of pituitary—adrenal 
origin. 

In all of the 27 patients with duodenal ulcer there was a 
sustained gastric acid secretory response following the 
insulin injection which persisted for at least 4 hours. In 
13 of the 18 control subjects the response was similar in 
that the early (vagal) phase was dominant and the 
delayed (adrenal) phase much less prominent. The 
authors note that the magnitude of the fall in the eosino- 
phil count did not invariably parallel the delayed gastric 
acid secretory response. These studies also showed that 
in the majority of subjects, both with and without ulcer, 
the early response of gastric acid secretion to hypogly- 
caemia is greater than the delayed response. 

In their second paper the authors report the results of 
studies of the gastric acid secretory response to hypo- 
glycaemia in patients with duodenal ulcer who had 
undergone vagotomy with pyloroplasty. The methods 
were similar to those used in the first study. 

Analysis of the secretory responses in terms of the pH 
curve obtained in 50 cases of duodenal ulcer after 
operation showed that in 34 there was no response in the 
early phase, demonstrating that vagotomy was complete, 
although 12 of these patients showed a delayed (pituitary- 
adrenal) response. Of the 16 patients who showed an 
early (vagal) response, 11 showed a significant degree of 
delayed secretion and 5 a poor delayed response. When 
the results were tabulated in terms of mEq. of hydro- 
chloric acid it was seen that in 9 of 15 patients with 
complete vagotomy there was no significant stimulation 
of acid secretion within the 4 hours of the test, while the 
other 6 showed only delayed-phase secretion. In 14 
patients with evidence of incomplete vagotomy (that is, 
a rise in the early phase of 2 mEq. HCI or more above 
the 2-hour basal secretion) there was increased secretion 
in the early phase, but 5 manifested only insignificant 
rises in the delayed (adrenal) phase. It was also. noted 
that in those patients showing a positive delayed response 
after vagotomy the peak level of acid secretion was lower 
in this phase than in any of the patients with duodenal 
ulcer tested before undergoing vagotomy. 

The authors conclude from these studies that vagal 
function and adrenal-pituitary activity play synergistic 
parts in the cephalic phase of gastric acid secretion in 
human subjects and, furthermore, are concerned in the 
pathogenesis of duodenal ulcer. T. J. Thomson 


341. Current Status of Therapy in Peptic Ulcer — 

J. B. KirsNer. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.] 166, 1727-1735, April 5, 1958. 
1 ref. 
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542. Effects of Sublingual Administration of Nitro- 
glycerin on Pulmonary-artery Pressure in Patients with 
Failure of the Left Ventricle 
). B. JoHNnson, J. F. Gross, and E. HALE. New England 
Journal of Medicine [New Engl. J. Med.] 257, 1114-1117, 
Dec. 5, 1957. 1 fig., 10 refs. 


Chest discomfort and pain are often associated with 
paroxysmal nocturnal dyspnoea, and sublingual adminis- 
tration of glyceryl trinitrate has been shown to relieve 
this discomfort and the dyspnoea. The authors of this 
p.per from Freedmen’s Hospital and Howard University 
College of Medicine, Washington, D.C., report a study 
of the alterations in pulmonary arterial pressure in left 
ventricular failure during a 30-minute period following 
the administration of glyceryl trinitrate in doses of 0-6 
ard 1-2 mg. Using right-heart catheterization in 10 
patients the authors found that there was a prompt fall 
in the pulmonary arterial hypertension associated with 
left ventricular failure. In 3 of the patients it was poss- 
ibie to show a fallin pulmonary wedge pressures. [No 
complete explanation of this fall in pressure is offered. 
From the recorded results it seems that glyceryl trinitrate 
has an important therapeutic value in the treatment of 
paroxysmal dyspnoea associated with left ventricular 
failure.] James W. Brown 


343. Electrokymography in the Diagnosis of Constric- 
tive Pericarditis and the Location of Pericardial Adhesions. 
ToMMYeCKOH 

V. V. Zarecky. AKaunuyecxan Meduyuna [Klin. 


Med. (Mosk.)\ 36, 67-72, No. 1, Jan., 1958. 4 figs., 
3 refs. 


With the recent rapid development of surgery of the 
heart and major vessels the accurate location of lesions 
of the cardiovascular System has become of prime im- 
portance in order to‘ ensure that the safest route of 
approach and the best operative procedure are em- 
ployed; this is particularly important in constrictive 
pericarditis, in which the site of the adhesions may vary 
considerably. In addition to the information derived 
from clinical and radiological studies, the most accurate 
evidence regarding the stage and site of adhesions in the 
pericardial sac is to be obtained from detailed study of 
the pulsation of each of the heart cavities by means of 
cardiac catheterization and electrokymography. 

The characteristic features of the electrokymogram of a 
cavity whose movements are impaired by pericardial 
adhesions are: (1) a diastolic plateau, preceded by a 
steeper rise and followed by a more gradual fall than those 
seen in the normal record; (2) in some cases a systolic 
plateau may also be present. If one of the atria is in- 
\olved its electrokymogram shows similar changes, but 
if the ventricle alone is involved the atrial electrokymo- 
gram shows a levelling of its ventricular component, while 
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the atrial diastolic wave itself is normal or even heightened 
and prolonged. Such a case is described, in which elec- 
trokymography, by excluding the involvement of the 
right atrium, shortened and simplified the operation by 
enabling the surgeon to confine his efforts to freeing the 
left side of the heart alone, although other evidence 
pointed to adhesions affecting the right atrium. The 
operation was entirely successful, and the signs of right 
atrial embarrassment disappeared at the same time. In 
the differential diagnosis between constrictive pericar- 
ditis and mitral stenosis (which also produces a diastolic 
plateau in the electrokymogram of the left atrium) the 
rapid systolic fall in the left ventricular record, in which 
no diastolic plateau occurs, is of value, as also is the 
atropine test of McKusick, which shows the cardiac 
output to be increased in constrictive pericarditis, but 
diminished in mitral stenosis. L. Firman-Edwards 
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344. Corrected Transposition of the Great Vessels of 
the Heart. A Review of 17 Cases 
R. C. ANDERSON, C. W. LILLEHEI, and R. G. LEsTER: 


Pediatrics [Pediatrics].20, 626-646, Oct., 1957. 19 figs., 
16 refs. 


Corrected transposition of the great vessels, which is 
apparently relatively common, has recently assumed 
greater importance because of advances in surgical 
techniques. In this congenital defect the aorta arises 
anteriorly from the left-sided ventricle and receives 
oxygenated blood, and the pulmonary artery arises from 
the right-sided ventricle and receives desaturated blood, 
while the great vessels course upwards side by side without 
crossing. In the commonest type the anatomical left 
ventricle has a bicuspid atrio-ventricular (A—V) valve 
and receives right auricular blood and is thus actually 
the right-sided ventricle delivering blood to the pulmon- 
ary artery; the anatomical right ventricle has a tricuspid 
A-V valve and receives left atrial blood, being thus the 
left-sided ventricle which delivers blood to the aorta. 
Anomalies of the left-sided A—V valve and of the coronary 
arteries and associated septal defects are common. 

From the University of Minnesota the authors describe 
17 cases of this condition, in 6 of which there was in 
addition ventricular septal defect, in one ventricular 
septal defect plus stenosis of the left A—V valve, in 3 
pulmonary stenosis, in one pulmonary stenosis plus 
ventricular septal defect, and in 2 patent ductus arteriosus 
with reversed shunt; of the 17 patients, 13 were male and 
4 female. Unusual auscultatory findings were present in 
the 4 cases of pulmonary stenosis, that is, the second heart 
sound was louder to the left than to the right of the ster- 

num and the systolic thrill and murmur were more 
prominent along the lower rather than the upper left 
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sternal border, these signs being of course consistent with 
the anomalous positions of the aortic and pulmonary 
valves. In other cases the auscultatory findings were 
essentially those to be expected from the associated 
defects had they been present alone. Among the com- 
mon electrocardiographic findings were heart block of all 
degrees, high voltage of P waves in Lead 2, upright T 
waves from V across the precordium, a qR pattern in 
Lead V1, and an rS pattern in Lead V6. In cases of this 
defect angiocardiography is the simplest and most valu- 
able diagnostic procedure and the best view is the antero- 
posterior one, in which the main pulmonary artery is 
noted to be located medially and the aorta forms the 
upper left border of the heart. Diagnosis by cardiac 
catheterization is difficult, since the right-sided A-V 
valve is close to the pulmonary valve and the catheter 
must be turned through a sharp angle in the ventricle 
before entering the pulmonary valve. In the first 10 
cases the diagnosis was made only at operation and cor- 
rective surgery was attempted in only one case, but the 
patient died in the postoperative period. The authors 
discuss possible future trends in the surgery of the 
condition. K. G. Lowe 


345. Pulmonary Hypertension in Congenital Heart 
Disease with Increased Pulmonary Flow (Patent Ductus 
Arteriosus and Ventricular and Atrial Septal Defects). 
(Der pulmonale Hochdruck bei angeborenen Herzfehlern 
mit hohem pulmonalem Stromvolumen. (Ductus arteri- 
osus apertus, Ventrikelseptumdefekt, Vorhofseptum- 
defekt)) 

F. Loocen. Archiv fiir Kreislaufforschung [Arch. Kreisl.- 
Forsch.) 28, 1-55, Feb., 1958. 24 figs., bibliography. 


This report is based on the findings in 160 cases of 
congenital heart disease studied between 1951 and 1957 
at the Surgical and Medical Clinics of the Diisseldorf 
Academy of Medicine. In addition to clinical, radio- 
logical, electrocardiographic, and phonocardiographic 
examination all the patients underwent cardiac catheter- 
ization. In some cases venous angiocardiography was 
carried out, and in those in which an operation was per- 
formed biopsy specimens of lung tissue were obtained. 

In the group as a whole it was found that with increas- 
ing total pulmonary flow there was a fall in pulmonary 
vascular resistance, while the pulmonary arterial pressure 
rose. Of 55 patients with patent ductus arteriosus, 24 
had a pulmonary vascular resistance of more than 220 
dynes per second per cm.~5. A close correlation was 
found between the level of the mean pulmonary arterial 
pressure and the degree of arteriolar change in the lung. 
The view is expressed that pulmonary vascular resistance 
increases with time as a result of the increased pulmonary 
flow in the presence of a persisting foetal type of pul- 
monary vasculature. Of 44 patients with ventricular 
septal defects, 12 had a left-to-right shunt without 
pulmonary hypertension, 3 had a left-to-right shunt with 
moderate hypertension, while 29 had balanced pulmonary 
and systemic pressures with a bi-directional, but pre- 
dominantly right-to-left, shunt. Pulmonary vascular 
resistance is this last group ranged from about 800 to 
over 4,000 dynes per second per cm.~5 in the pulmonary 
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circuit. Of 61 patients with atrial septal defect, 14 had 
pulmonary hypertension, 5 of them with histologically 
normal pulmonary vasculature. In all but one of the 
patients in whom the atrial septal defect was closed sur- 


7 weeks after operation, showed a slight rise whether or 
not the preoperative pressure had been normal. There 
was a positive correlation between the degree of pulmon- 
ary hypertension and the degree of pulmonary arterial 
change. 

It is stressed that in consequence of the development 
of pulmonary hypertension the three types of congenital 
heart disease assume many clinical features in common. 
Haemodynamic data suggest that in those cases of pre- 
dominantly left-to-right shunt in which balanced pres- 
sures have not yet developed surgical correction of the 
defect usually leads to a decrease in the pulmonary 
vascular changes, if not to their disappearance. 

Gerald R. Graham 


346. Present Problems Pertaining to Patency of the 
Ductus Arteriosus. I. Persistence of Growth Retardation 
after Successful Surgery 
M. A. ENGLE, G. R. Hotswape, H. P. GOLDBERG, and 
F. GLENN. Pediatrics [Pediatrics] 21, 70-80, Jan., 1958. 
8 figs., 18 refs. 


Ligation or division of an uncomplicated patent ductus 
arteriosus has been uniformly successful in relieving the 
immediate symptoms arising from this defect, in greatly 
lessening the risk of subacute bacterial endocarditis, and 
in restoring the cardiovascular system to normal. 
Nevertheless, not all the patients have been restored to a 
fully normal state, and in particular extreme retardation 
of growth, both in weight and height, persists in many 
children after an otherwise successful operation. 

At the New York Hospital—Cornell University Medical 
Center, New York, 52 children aged 3 to 14 years sub- 
jected to this operation were followed up for periods 
varying from one to 10 years postoperatively (average 
4 years). Of 22 of these patients who had exhibited 
marked retardation of growth before operation, only 2 . 
reached the average standards of weight and height for 
their age following operation, the others remaining 
below the 16th percentile in regard to both parameters. 
The small size of these children was not a familial trait. 
The authors find it difficult to explain the failure of 
growth in these children: it was not due to recanalization 
of the ductus or to recurrent infections, since these did 
not occur. They conclude that the most important 
factor is the patient’s age at operation. It is probable 
that the continued presence of a shunt away from the 
systemic circulation during the period of most active 
growth leads to stunting, which is not readily corrected 
after abolition of the shunt. Of the 22 patients in this 
series who failed to grow normally, 13 were operated on 
between the ages of 3 and 6; from the results obtained 

it would appear that even this age is too late, and it is 
suggested that operation should be performed before the 
child is 3 years old. y 
[Other possible causes of growth retardation, for 
example very low birth weight, are not mentioned.] 
John Lorber 
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j 347. Pulmonary Atherosclerosis in Congenital Heart 
y Disease. (CKnepos nerouHo apTrepHu 
e HbIX MOpoKax 
F. JA. ROZENBLAT and Z. V. GorBuNovA. 
o cxaa MeOuyuna [Klin. Med. (Mosk.)] 36, 127-132, No. 1, 
or Jan., 1958. 24 refs. 
re Although sclerosis of the pulmonary artery in indi- 
n- vidual cases of patent ductus arteriosus and atrial septal 
al defect have: been described by a number of observers, _ 
this analysis of 80 cases of congenital heart disease 
nt throws light on the evolution of pulmonary athero- 
tal sclerosis in these two forms of cardiac malformation. 
yn. Cut of 37 patients with patent ductus pulmonary sclerosis 
re- was present in 7, of whom 4 died. Of these patients 4 
es- were males and 3 were females, and their ages varied 
the from 20 to 43. In only 3 cases was the condition 
ary diagnosed during life, while of 3 cases of atrial septal 
defect (all in women aged from 47 to 56 at death) 2 were 
n diagnosed during life. Thus the incidence of pulmonary 
sclerosis in these forms of defect was 25°% and the mor- 
& tality 17-59%, whereas in 40 cases of other congenital 
ice heart defects no examples of this condition were found 
cl:nically or post mortem. 
~ The clinical picture of the condition is one of marked 
be dyspnoea (in the absence of other manifestations of air- 
hunger) and circulatory deficiency, and especially a very 
ictus marked and widespread cyanosis of the skin and mucous 
, the membrane accompanied by erythraemia. The second 
eatly pulmonary sound is much accentuated, with a distinct 
and impulse on palpation. Haemoptysis, aneurysm of the 
mal. pulmonary artery, and pulmonary infarcts may occur. 
ltoa The histories of 3 cases of patent ductus and 2 of atrial 
ation septal defect complicated by sclerosis of the pulmonary 
many artery (and in one case subaortic stenosis) are reported 
in detail. The immediate causes of death were pyaemia, 
edical infective endocarditis, haemoptysis, myocardial degenera- 
; sub- tion, and pulmonary infarction and congestive failure in 
eriods one case each respectively. In the authors’ view pul- 
jerage monary hypertension is the chief causative factor in the 
ibited development of pulmonary atherosclerosis. The fact 
only 2 @ that of 7 patients with pulmonary sclerosis 4 died, while 
ht for of 30 patients with patent ductus without symptoms of 
aining pulmonary sclerosis only 2 died, indicates the gravity of 
neters the condition and the importance of instituting measures 
il trait (including surgery) to prevent it. 
ure of L. Firman-Edwards 
ization 
ese dit I] 34°. Aortic Stenosis in Infants and Children 
P: A. Onatey, A. S. Navas, M. H. Paut, A. M. 
“he RupOoLPH, and G. W. B. Starkey. Pediatrics [Pedia- 
wee trics] 21, 207-221, Feb., 1958. 9 figs., 28 refs. 
orrected In their experience in the Cardiovascular Unit of the 
; in this @ Children’s Medical Center (Harvard Medical School), 
rated on # Boston, the authors have found that isolated congenital 
ybtained BH aortic stenosis, rare in adults, is a relatively frequent 
and it is @ condition in children. In this paper they report 67 
efore the J cases seen in the last 6 years, together with full clinical, 
: electrocardiographic, and radiological findings. Com- 
jon, for § bined catheterization of the right and left sides of the 
ed.] heart was performed in 8 cases. From the results of 
Lorber this procedure the area of the aortic valve was estimated 
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according to the formula of Gorlin et al. (Amer. J. Med., 
1955, 18, 855; Abstr. Wid Med., 1956, 19, 40). It was 
not possible to distinguish between aortic, valvular, and 
subvalvular stenosis even with catheterization of the left 
ventricle because of the great difficulty of passing the 
catheter through the stenosed valve into the aorta, 
Selective angiocardiography may be useful in these cases, 
but was not used in the present series. 

The characteristic stenotic murmur was first detected 
in 50 of the 67 patients before the age of 4. There was 
no evidence to support a rheumatic aetiology in any of 
the cases. Males predominated in a ratio of 5:1. Few 
patients had symptoms, and when present these con- 
sisted only in mild fatigue and dyspnoea on exertion; 
all the children were normally developed. In all there 
was a rough (at least Grade 3) systolic murmur at the 
second right interspace, which was associated with a 
thrill in 63 cases; the first sound was often widely split, 
but the second sound was definitely diminished in only 
20 cases. Phonocardiography showed the systolic mur- 
mur to be diamond-shaped. An aortic diastolic mur- 
mur was present in 12 cases and a mitral diastolic 
murmur in 4; the significance of the latter finding could 
not be finally determined, all 4 patients being still 
alive. In 75% of the cases the electrocardiogram 
showed left ventricular hypertrophy, which was severe in 
15 cases, with depression of the S-T segment and inver- 
sion of the T waves in the left chest leads; 4 of these 
15 patients died suddenly. Plain radiography was of 
little help in the diagnosis. In many cases the brachial 
arterial pulse contour was normal. In the absence of 
symptoms in children the indication for operation is the 
appearance of signs of severe stenosis, as revealed 
electrocardiographically by evidence of gross left-sided 
hypertrophy confirmed by the presence of a mean sys- 
tolic gradient of 35 to 40 mm. Hg across the aortic valve, 
and radiographically by increasing cardiomegaly. In 
less severe cases operation is contraindicated, not only 
because of the risk of operation but also of the possibility 
of producing aortic insufficiency. The natural risk in 
congenital aortic stenosis is not the development of heart 
failure, but the advent of sudden death as part of the 
natural history of the lesion, an event which occurred in 
5 of the present cases. One other child died after opera- 
tion, the mortality thus being 9°% over the 6-year 
period, John Lorber 


349. Congenital Aortic Stenosis in Young Children with 


A. A. Eooinx, H. A. P. Hartoc, and F. Kurpers. 
A.M.A. Journal of Diseases of Children [A.M.A. J. Dis. 


_Child.] 95, 170-177, Feb., 1958. 4 figs., 8 refs. 


The authors describe 48 cases of congenital aortic 
stenosis in 34 male and 14 female children seen at the 
Paediatric Clinic of the University of Amsterdam. In 
14 cases additional malformations of the heart were 
present. The diagnosis was made on clinical grounds, 
supported by radiography, electrocardiography, phono- 
cardiography, and tracings of the carotid arterial pulse 
wave. Left ventricular hypertrophy [criteria not defined] 
was present in only half the cases. A systolic murmur 
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was heard loudest in the 2nd right intercostal space in 
25 cases, in 17 cases only in the 3rd and 4th left inter- 
costal spaces [according to the text, but in the 2nd and 
3rd left intercostal spaces according to the first table], 
while in 6 cases the murmur was heard equally well in 
both areas (but in 4 of these there were additional 
abnormalities). Phonocardiography showed a diamond- 
shaped systolic murmur starting immediately after the 
first sound and, in cases of severe stenosis, persisting 
throughout systole, but always with a brief interval 
before the second sound. 

Arterial pulse tracings were obtained by placing over 
the carotid artery a capsule with a plastic membrane 
connected by rigid polyethylene tubing to a piezo-electric 
microphone which recorded on a direct-writing electro- 
cardiograph. The tracings from 38 cases of aortic 
stenosis were compared with those from 34 controls. 
Prolongation of the ascending limb of the arterial wave 
(onset to peak) was noted; thus in aortic stenosis the 
mean duration was 0-13 second, whereas in controls it 
was 0:096 second. No significant difference in the dura- 
tion of the peak time (peak to onset of dicrotic notch) 
was noted, however, between the patients and the con- 
trols. Finally the “ ascending time index ”’, calculated 
as the percentage of the whole pulse period occupied by 
the ascending limb, was shown to be increased in aortic 
stenosis, being 21°% compared with 16% in the control 
group. Although the analysis of arterial pulse tracings 
in this series showed differences from normal unlikely 
to be due to chance, individual variations were such that 
the authors consider that the procedure is of value in 
only about one-third of these cases. They noted no 
correlation between the prolongation of the ascending 
limb or the ascending time index and the severity of the 
aortic stenosis, as indicated by hypertrophy of the left 
ventricle. Nor can the diagnostic methods they describe 
differentiate between valvular stenosis and subvalvular 
stenosis. They are careful to point out that neither 
anatomical nor surgical proof of the diagnosis of aortic 
stenosis in these cases had been obtained. 

The prognosis and treatment are briefly considered. 

H. G. Farquhar 


350. The Sinus Venosus Type of Interatrial Septal 
Defect 

H. R. S. Hartey. Thorax [Thorax] 13, 12-27, March, 
1958. 19 figs., 29 refs. 


An account of the development of the sinus venosus 
is given, and the relationships of this to septagon of the 
atrium and to the development of the pulmonary vein 
are described. The fundamental error leading to the 
production of a high defect of the interatrial septum is 
held to be a failure of the sino-atrial orifice to shift as 
far to the right as it should do. This leads to the septum 
primum developing in immediate proximity to the left 
margin of the sino-atrial orifice, to failure of the inter- 
septo-valvular space to develop, and to development of 
the septum secundum in line with the left portion of the 
sino-atrial orifice. As a result the cephalodorsal limb 


of the septum secundum cannot form by inflexion of the | 


atrial wall where it is interrupted by the cephalic portion 


CARDIOVASCULAR SYSTEM 


of the sino-atrial orifice so that a gap in the attachment 
of the septum secundum occurs at this site. Because 
this gap lies opposite to the ostium secundum an inter- 
atrial communication occurs. This communication . 
ultimately faces the superior vena cava, and it lies above 
the foramen ovale, from which it is separated by the 
cephalodorsal limb of the septum secundum. 

The associated anomalous pulmonary venous drain- 
age is easily explained by the proximity of the misplaced 
sino-atrial orifice to the orifice of the common pulmonary 
vein, and by the fact that no septum intervenes between 
these two, because of the error in atrial septation 
described above. The configuration of the common 
pulmonary vein and its tributaries is such that the 
anomalous vein is usually the right superior one. 

This theory does not invoke a leftward extension of the 
sinus venosus into the left atrium. There is no evidence 
that defective absorption of the sinus venosus into the 
right atrium plays any part in the production of high 
interatrial communications.—[Author’s summary.] 
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351. Brucella Endocarditis. (O 

Dz. G. Kaunuyeckaa Meduyuna [Klin. 
Med. (Mosk.)] 36, 117-120, No. 1, Jan., 1958. 15 refs. 


In a large series of cases of brucellosis the author found 
14 cases of endocarditis, of which 9 took the form of 
subacute septic endocarditis with fatal issue. The 
patients were all men, their ages ranging from 21 to 43. 
In 2 there was a history of rheumatism, in one of quinsy 
(peritonsillar abscess), in one of scarlatina, and in one of 
osteochondrodystrophy. All had thrombo-endocarditis 
of the aortic cusps, while in addition there was also 
involvement of the pulmonary valve in one case, mitral 
incompetence in 3, and mitral valvulitis in one. The 
usual clinical features of brucellosis (hypochromic 
anaemia, leucopenia, spleno-hepatomegaly, limb pains, 
lymphadenopathy, subcutaneous fibrositis (2 cases), and 
orchitis (3 cases)) were present, and the serological reac- 
tions were positive. In 3 cases Brucella melitensis was 
isolated from the blood and in a further 3, in which 
blood cultures had been negative, Brucella was isolated 
from the valvular lesions at necropsy. Of these patients, 
7 died from 3 to 10 months from the onset of the disease 
and 2 after 12 and 18 months respectively, death being 
due to cardiovascular failure in 7 cases, cerebral embolism 
in one, and rupture of the spleen following infarction 
in one. 

Histological features in these cases included papillo- 
matous ulcerative endocarditis, with thrombotic and 
fibrotic changes involving the aortic cusps, which in 2 
cases spread to the orifices of the coronary arteries. The 
endocarditis of brucellosis can be distinguished from sub- 
acute bacterial endocarditis due to Staphylococcus. aureus 
or haemolytic streptococci by the absence of marked 
toxaemia and the presence of other evidence of bru- 
cellosis. Serological evidence may also be obtained, but 
is often lacking in severe cases. The author estimates 
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all cases of brucellosis. Antibiotics were ineffective in 
the treatment of cases with established endocarditis. 


L. Firman-Edwards 


352. Treatment of Subacute Bacterial Endocarditis with 
Oral Phenoxymethylpenicillin 

G. SANDLER and P. A. ParisH. British Medical Journal 
|Brit. med. J.] 1, 377-379, Feb. 15, 1958. 1 fig., 20 refs. 


The successful treatment of 2 cases of subacute bac- 
.erial endocarditis with phenoxymethylpenicillin (peni- 
cillin V) given by mouth is described from Sheffield 
University and Royal Infirmary. Streptococcus viridans 
was the infecting organism cultured from the blood in 
both cases, and was sensitive to 0-06 unit of penicillin per 
ml. in the first and 0-15 unit per ml. in the second. 
Parenteral administration of penicillin was tried initially 
in the first case, but had to be abandoned owing to the 
severity of local reaction at the injection sites; oral 
administration was used from the outset in the second 
case. The dosage of phenoxymethylpenicillin was ad- 
justed according to the serum penicillin level attainable 
and the sensitivity of the organism, ranging from 399 
mg. of the potassium salt 4-hourly to 1,064 mg. 6-hourly 
for 2 months in the first case and from 240 mg. of the 
free acid 2-hourly to 500 mg. 2-hourly for 2 months in the 
sccond. No toxic side-effects occurred in either patient. 
Both patients continued taking the drug after discharge 
from hospital in doses of 500 mg. of the free acid 4- 
hourly for 6 months and 240 mg. 4-hourly for 2 months 
respectively. 

The authors conclude that phenoxymethylpenicillin is 
a safe and effective drug for the treatment of subacute 
bacterial endocarditis provided the infecting organism 
shows a high sensitivity to penicillin; it also offers a 
convenient method of continuing therapy after the 
patient’s discharge from hospital.—[Authors’ abstract.] 
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353. Restenosis of the Mitral Valve 


J. R. Betcuer. British Heart Journal [Brit. Heart J.] 
26, 76-82, Jan., 1958. 25 refs. 


A survey of published cases suggests that recurrence of 
mitral stenosis after operation is uncommon, although 
most authorities agree that it does occur. Re-stenosis is 
rarely due to a recrudescence of the rheumatic process; 
itis more likely to follow an inadequate operation. When 
separation of the commissures has been incomplete 
there is often considerable improvement, but the re- 
appearance of symptoms months or years after the 
original operation suggests re-stenosis. 

In this paper from the London Chest Hospital and the 
Middlesex Hospital, London, 12 cases of mitral stenosis 
are described in which a second operation was necessary. 
In 8 the re-stenosis was considered to be “ false”’, the 
first operation having been unsatisfactory because of 
calcification, mitral incompetence, elasticity of the valve, 
or inexperience. The remaining 4 cases were considered 
to be examples of “ true” re-stenosis because the first 
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operation had been almost complete; however, in only 
one of these was there a postoperative history of endo- 
carditis, and in none was there a history of rheumatic 
fever. There was no operative mortality, although one 
patient died later from a massive cerebral embolism. In 
10 cases commissurotomy was carried out by the trans- 
ventricular method of Logan; in 2 valvotomy was 
possible through the atrium, the commissures being 
divided in the normal way with finger and knife. In all 
except one of the cases complete commissurotomy was 
achieved. The results at the time of follow-up were 
classified as “*‘ good” in 8 of the survivors and “ fair ” 
in 3. Minor mitral.incompetence was created in 3 cases 
and considerably increased in one. 

The author considers that his results fully justify the 
performance of a second operation in established re- 
stenosis, but emphasizes the importance of an adequate 
commissurotomy at the first operation, a transventricular 
dilator being used if necessary. A.M. Macarthur - 


354. Angiocardiographic Observations in Mitral Disease 
with Special Reference to Volume Variations in the Left 
Atrium. [Monograph, in English] 

H. Arvipsson. Acta radiologica [Acta radiol. (Stockh.)] 
Suppl. 158, 1-124, 1958. 39 figs., bibliography. 


The Clinical and Physiologic Criteria for Surgical 
Correction of Mitral Insufficiency 

J. C. Davina, R. P. Glover, G. Voct, P. JumMBALA, R. G. 
Trout, and A. J. Frirz. Journal of Thoracic Surgery 


[J. thorac. Surg.] 35, 206-229, Feb., 1958. 14 figs., 
10 refs. 


The authors describe, from the Presbyterian Hospital, 
Philadelphia, their experiences in the treatment of severe 
mitral insufficiency in 49 patients, 7 male and 42 female 
aged 7 to 58, of whom 26 were in intractable cardiac 
failure; among these last there were only 3 survivors. 
Of the 23 patients with less far advanced disease, 16 lived 
for various periods up to 3 years after operation. The 
authors are of the opinion that in cases in which excessive 
myocardial exhaustion and overdilatation have occurred 
no surgical procedure can help, but if mobility and 
flexibility of the valve have been retained circumferential 
suture may be successful. They state that present 
methods of assessment of myocardial function are 
inadequate; in their experience the end-diastolic pressure 
in the left ventricle is the most reliable guide, taken to- 
gether with the size of heart, as determined radiologically, 
and the degree of pulmonary hypertension. In regard 
to prognosis the most useful aids are the clinical and 
operative findings. J. R. Belcher 


356. The Surgical Correction of Aortic Insufficiency 

W. J. TAyLor, W. B. THRrower, H. BLAck, and D. E. 
HARKEN. Journal of Thoracic Surgery [J. thorac. Surg.] 
35, 192-205, Feb., 1958. 8 figs., 20 refs. 


Writing from the Peter Bent Brigham and Mount 
Auburn Hospitals (Harvard Medical School), Boston, 
the authors describe the natural history and diagnosis of 
aortic insufficiency, and suggest that these patients can 
be classified in five grades, ranging from those with no 
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disability and only slight cardiac enlargement to those 
with congestive failure persisting in spite of medical 
treatment. The valvular incompetence may be due 
either to loss of valve substance or to dilatation of the 
annulus. They have found that operations designed to 
replace the damaged valves have led to a fall in the 
diastolic pressure, with a consequent decrease in coronary 
blood flow, leading to the appearance or increase of an- 
gina pectoris. They state that when the incompetence 
is accompanied by stenosis mobilization of the cusps may 
be successful. Apart from this, however, reduction of 
the annulus offers the best prospect of relief of symptoms. 
They then give a detailed description of their technique 
of circumclusion, which involves placing a specially 
designed ligature around the base of the aorta, proximal 
to the coronary ostia; the importance of placing the 
ligature well below the coronary arteries is stressed. 
Among 11 patients, all males aged 20 to 54 years, with 
pure aortic insufficiency who were subjected to this 
operation, all but one being in congestive failure, there 
were 4 operative deaths and 2 late deaths. The 5 sur- 
vivors were all improved. The aetiological factors in 
these 11 cases were rheumatic fever in 8, syphilis in 2, and 
congenital malformation in one. J. R. Belcher 


357. Aortic Stenosis of No Physiologic Significance 

E. W. Hancock, W. M. Mapison, M. H. Proctor, 
W. H. ABELMANN, and G. W. B. StarKEy. New Eng- 
land Journal of Medicine [New Engl. J. Med.} 258, 
305-312, Feb. 13, 1958. 6 figs., 8 refs. 


Functionally insignificant pathological changes in the 
aortic valve may produce clinical signs indistinguishable 
from those produced by severe aortic stenosis. This 
paper from the Boston City Hospital (Harvard Medical 
School) reports the findings in 7 patients who were con- 
sidered to be potential candidates for aortic valvotomy, 
having clinical signs and symptoms suggesting severe 
aortic stenosis. Yet at left heart catheterization in 5 
cases and at necropsy in the other 2 cases no significant 
narrowing of the aortic valve was found. Considerable 
narrowing of the valve must take place before there is 
significant obstruction to systolic ejection; but a much 
smaller degree of stenosis may produce a loud systolic 
murmur and may be associated with calcification visible 
on fluoroscopy and other physical signs. Even the 
presence of severe symptoms does not justify the conclu- 
sion that the diseased valve is responsible. Cardiac 
pain, left heart failure, and syncopal attacks may be 
related to coexisting coronary arterial disease, and of the 
7 reported cases, myocardial infarction was in fact present 
in 5. The remaining 2 patients had additional and pre- 
viously unrecognized mitral valvular disease which 
accounted for their symptoms. 

The authors advise measurement of the systolic 
gradient across the aortic valve whenever there is un- 
certainty about the degree of stenosis present. They 
use the method of left heart catheterization by right 
transthoracic puncture of the left atrium, with simul- 
taneous recording of arterial pressure from an indwelling 
needle in the brachial artery and determination of 
cardiac output by dye-dilution technique. 7. Semple 
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INFARCTION 
358. Bilateral Internal Mammary Artery Ligation for - 
Angina Pectoris. Preliminary Clinical Considerations 


J. R. KitcuHe.i, R. P. GLover, and R.H. Kyte. Ameri- 
can Journal of Cardiology [Amer. J. Cardiol.] 1, 46-50, 
Jan., 1958. 10 refs. 


The possibility of treatment of myocardial ischaemia 
by providing a new blood supply to the heart muscle has 
occupied the attention of surgeons for many years, and 
a number of techniques have been tried with varying 
measures of success. The method discussed in this 
paper is that of ligating the internal mammary arteries - 
in the second intercostal spaces, which was first suggested 
by Fieschi in 1939 and elaborated by Battezzati in 1955. 
It is based on the experimental demonstration that dye 
injected into the isolated internal mammary artery 
between its origin and the second interspace finds its way 
into the major coronary vessels if the mediastinal 
branches are left intact. 

The authors have performed this operation on 82 
patients, usually under local analgesia. No particular 
criteria were used for the selection of patients except that 
each one suffered from angina pectoris. In the majority 
of cases the diagnosis of myocardial ischaemia was con- 
firmed by electrocardiographic and other evidence. Of 
the 50 patients who have been followed up for 2 to 6 
months after operation, 3 died within a month and 2 
after the first month. Of the survivors, 18 are asympto- 
matic, 11 moderately improved, and 5 slightly improved, 
while 11 are unchanged. The authors stress the value of 
the operation for the relief of symptoms, but admit that 
its final evaluation can be made only when a large 
number of cases have been treated and carefully followed 
up over a long period. T. Holmes Sellors 


359. Nitrous Oxide Inhalation in Angina Pectoris. 

G. A. Paromov and A. V. SerGceev. 
Meduyuna [Klin. Med. (Mosk.)| 36, 24-29, No. 1, 
Jan., 1958. 3 figs., 9 refs. 


In 1881 Klikovich, a fellow worker with Botkin, 
showed by experiment that nitrous oxide was effective in 
controlling angina pectoris and bronchial asthma, and 
that repeated inhalations of the gas gave relief of symp- 
toms over a long period. At that time, however, diffi- 
culties of transport limited the wider use of this treatment, 
and it was for long forgotten. Nowadays it is possible 
to store and transport the gas economically, and it has 
been found useful in emergency centres for the treatment 
of both these conditions. 

In this study the authors have investigated the mechan- 
ism of its action. Using a portable apparatus designed 
to deliver gas and oxygen in various proportions—75% 
nitrous oxide and 25°% oxygen was found the safest and 
most pleasant mixture—they have treated 40 patients 
with angina ranging in age from 38 to 64 years, the 
reactions of the blood vessels being studied by finger 
plethysmography. The treatment was pushed to full 
narcosis with complete muscular relaxation, preferably 
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in a quiet room, and recovery from narcosis was followed 
by natural sleep for 1 to 2 hours. The inhalations were 
repeated every other day for 7 to 10 sessions; it was 
found that longer courses were liable to produce habitua- 
tion and diminished effect. The finger plethysmographic 
records of these patients showed an inert type of vascular 
reaction to cold stimuli, evidence of cerebral inhibition, 
together with small pulse volume (0-01 to 0-015 ml.). 
After nitrous oxide narcosis the vascular reaction to cold 
and the pulse volume both increased, the latter to 0-02 
to 0-03 ml., and after a course of such treatment these 
changes lasted for a considerable time. Only 4 of the 
40 patients failed to respond to the treatment, these 
obtaining only temporary relief; in these cases there was 
evidence of grave changes in the heart muscle and peri- 
pheral vessels. L. Firman-Edwards 


360. Lessons from Serum Cholesterol Studies in Japan, 
Hawaii and Los Angeles 

A. Keys, N. Kimura, A. KusuKAWA, B. BRONTE- 
STEWART, N. Larsen, and M. H. Keys. Annals of 
Internal Medicine [Ann. intern. Med.] 48, 83-94, Jan., 
1958. 5 figs., 15 refs. 


Of the larger countries from which detailed vital statis- 
‘ics are available, Japan has the lowest mortality from 
coronary heart disease, and although the incidence of 
hypertensive and rheumatic heart disease in that country 
is considerable, the total mortality from circulatory 
disease as a whole is relatively low. It has been found 
by independent observers, however, that coronary heart 
disease is fairly common among Japanese living in Cali- 
fornia and Hawaii. Extensive researches were therefore 
carried out by the present authors into the diet, serum 
cholesterol levels, and incidence of atherosclerosis 
among Japanese living in Japan and abroad, and the 


_tesults compared with those of previous surveys in other 


parts of the world. 

Among 433 patients examined in three private clinics 
in Hawaii, 34 had coronary heart disease, whereas of 381 
patients observed in three private clinics in Japan, only 
one suffered from coronary heart disease. A comparison 
was made of the frequency with which severe athero- 
sclerosis was found in three series of some 400 consecu- 
tive necropsies, on Japanese in Japan, Japanese in 
Hawaii, and Caucasians in Hawaii and Minnesota, and 
the findings related to the average proportions of calories 
provided by fats in the diet. An extremely low incidence 
of severe atherosclerosis, ranging from 2 to 12% in 
different age groups, was found in Fukuoka, Japan, 
where the calories provided by fats in the diet amounted 
to about 12%. The corresponding incidence for Japan- 
ese men in Hawaii was 5 to 35% and for Caucasians in 
Hawaii and Minnesota 15 to 78%, the average pro- 
portions of calories provided by fats in the diet being 
about 30% and 40% respectively. Comparable data for 
Japanese in California are not available, but the incidence 
of coronary heart disease at the Japanese Hospital, Los 
Angeles, appears to be much the same as at other hospi- 
tals in California. The average serum cholesterol level 
in Japanese men in Los Angeles was higher by 96 mg. 
per 100 ml. and in Hawaii by 76 mg. per 100 ml. than in 
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their counterparts in Japan, the difference being mainly 
in the f-lipoprotein fraction. 

The isocaloric substitution of 50 g. butter or margarine 
for rice in the diet of Japanese coal-miners caused a 
rise in the serum cholesterol level of the same magnitude 
as in Minnesotans. As the normal diet of the former 
contained about 10°% of its calories as fat and that of the 
latter about 40%, the authors conclude that the relatively 
low serum cholesterol values found in the Japanese in 
Japan are fully explained by the lack of fat in the diet. 

[This paper should be read in the original by all 
interested as the mass of material compressed into a few 
pages does not lend itself to abstracting. For example, 
there is one single figure showing the serum cholesterol 
levels in 1,288 men aged 40 to 49, correlated with their 
dietary fat intake. This figure represents the gist of the 
senior author’s thesis that, independently of racial, 
climatic, or other influences, the serum cholesterol level 
is a function of the dietary fat intake. In its support he 
quotes the extensive material which he has collected in 
Japan, South Africa, different parts of Italy and Spain, 
England, Sweden, and the U.S.A. during the past 6 
years. ] Z. A. Leitner 


361. The Efficacy of Corn Oil in Lowering the Serum 
Cholesterol of Patients with Coronary Atherosclerosis 

L. ToBiAN and N. TuNA. American Journal of the Medi- 
cal Sciences [Amer. J. med. Sci.] 235, 133-137, Feb., 1958. 
8 refs. 


In an investigation reported from the University of 
Minnesota Hospitals, Minneapolis, 23 patients with 
clinical atherosclerosis (18 suffering from angina pectoris, 
15 of whom had a previous history of myocardial 
infarction) were given 1 to 14 oz. (30 to 45 ml.) of corn 
oil before each meal 3 times a day fora year. In addition 
they were encouraged to use corn oil as a cooking and 
salad oil. Five of the patients had no other dietary 
restrictions, while the rest were advised to reduce their 
intake of butter, margarine, and eggs, and to eat lean 
meat, fruit, and salads freely. _ 

Of the 23 patients, in 16 (70°%) the serum cholesterol 
level was reduced by 15°% or more by the corn-oil regi- 
men, the mean level falling from 271 to 208 mg. per 100 
ml. The serum phospholipid level was also reduced, 
though to a lesser extent. Of the remaining 7 patients, 
one showed no significant change in the serum choles- 
terol level, while in the other 6 the decrease ranged from 
9 to 14%, the mean value falling from 274 to 239 mg. 
per 100 ml. In general, a substantial fall in the choles- 
terol level was noticed within 8 to 10 days of the start 
of the corn-oil feeding, and in a few cases the level con- 
tinued to decline for one to 2 months. The reduction 
in the cholesterol level was maintained throughout the 
period of the trial. 

The mechanism of this action of corn oil on the serum 
cholesterol level cannot be fully explained at present. 
The corn oil administered contained 56% linoleic acid, 
30% oleic acid, and 14% highly saturated fatty acids. 
Safflower oil, although it contained 29%% more linoleic 
acid, was not quite so effective as corn oil—a finding 
previously reported by other workers—indicating that 
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linoleic acid is not the only factor involved. Since the 
oil was taken before meals it very probably also had the 
effect of curtailing appetite, and no patient gained in 
weight during the whole experimental period. Neither 
did any of the patients experience an exacerbation of 
angina pectoris during the year of treatment with corn 
oil. Z. A. Leitner 


362. Blood Coagulation Before and After a Fatty Meal 
in Patients with Coronary-artery Disease and in Healthy 
Controls 

J. R. O’Brien. Lancet [Lancet] 1, 410-412, Feb. 22, 
1958. 12 refs. 


The author, working in the Portsmouth Area Patho- 
logical Service, has examined the hypothesis that in- 
creased postprandial coagulability of the blood may be 
a factor in the causation of coronary thrombosis. From 


’ 21 healthy men aged 40 to 60 with no history of coronary 


arterial disease and 21 similar men who had shown clinical 
and electrocardiographic evidence of coronary thrombosis 
6 months to several years previously specimens of blood 
were collected before and again 4 hours after a standard 
fat meal and subjected to the following coagulation tests: 
whole-blood clotting time in silicone, in glass, and 
with powdered glass; the “‘ stypven time” of citrated 
blood, of plasma, and of dilute plasma; and the “ hep- 
tane ’’-stypven time. 

The only difference in the results between the healthy 
man and ‘those with a history of coronary disease was in 
the stypven time of dilute plasma, where the clotting 
time was just significantly less in the patients than in the 
controls. When the results from the two groups were 
combined it was found that the blood coagulation time, 
as measured by every test, was significantly shortened 
after a fatty meal, this shortening being most clearly 
shown in the stypven tests, the results of which varied 
closely in parallel with one another. The author con- 
cludes that these findings lend no suppert to the sug- 
gestion “that postprandial hypercoagulability of the 
blood is responsible for the alleged connection between 
the fat-content of the diet and coronary thrombosis ”’. 

Bernard Isaacs 


363. Estrogen Replacement Therapy in Women with 
Coronary Atherosclerosis 

R. W. Rosinson, W. D. CoHEN, and N. HIGANo. Annals 
of Internal Medicine [Ann. intern. Med.] 48, 95-101, Jan., 
1958. 1 fig., 16 refs. 


The rarity of coronary heart disease in younger women 
and the sharp rise in its incidence after the menopause 
have led repeatedly to investigations into the relationship 
between oestrogen production and the serum lipid level 
in women. But although oestrogens have often been 
administered to men suffering from coronary heart 
disease, only one short-term trial of their effect on women 
with coronary disease has been reported in recent years. 
At the Memorial Hospital, Worcester, Massachusetts, the 
authors have therefore studied the effect of long-term 
oestrogen therapy in postmenopausal women. 

In preliminary investigations it was found that the 
average serum cholesterol and phospholipid levels were 


higher in 113 healthy postmenopausal women than in 22 
healthy women under 30, and that the serum cholesterol: 
phospholipid ratio and f lipoprotein: « lipoprotein ratio 


were also both significantly increased. No important . 


difference could be found in the average serum cholesterol 
and phospholipid levels and cholesterol: phospholipid 
ratio between the healthy postmenopausal women and 
58 postmenopausal women suffering from coronary heart 
disease. The lipoprotein:a lipoprotein ratio was, 
however, significantly higher in the latter group. 

A group of 35 postmenopausal women with coronary 
heart disease who were treated with 5 or 10 mg. of con- 
jugated oestrogen daily for 2 to 31 months showed, 
within 1 to 3 months of starting treatment, a reduction 
of both cholesterol:phospholipid and § lipoprotein:« 
lipoprotein ratios to levels comparable to those of 
young women. An attempt to control the elevated 
serum lipid levels in clinically healthy postmenopausal 
women with oestrogens gave equivocal results. The 
side-effects of oestrogen therapy noted included tempor- 
ary breast tenderness, recurrence of migraine, and noc- 
turnal muscle cramps which occasionally required the 
reduction of the dose. Z. A. Leitner 


364. Daucarin—a New Soviet Preparation for Treat- 
ment of Coronary Insufficiency. — HoBblii 
MpenapaT ANA TepanvH 

M. A. ANGARSKAJA, JA. I. HADZAs, D. G. KOLESNIKOV, 
A. P. PRoKoPENKO, A. A. Dusinsku, and M. I. Susov. 
Kaunuyecxaa Meduyuna [Klin. Med. (Mosk.)] 36, 29-33, 
No. 1, Jan., 1958. 2 refs. 


In the course of investigations of native plants for use 
in the relief of the symptoms of coronary insufficiency 
the authors, working at the Chemico-Pharmaceutical 
Institute, Kharkov, found that a preparation from the 
seeds of the carrot (Daucus sativus), which they have 
called ‘‘ daucarin ”, produced dilatation of the coronary 
arteries when perfused in concentrations of 1:1,000,000 
through the isolated cat or rabbit heart, this effect lasting 
for some 30 minutes after cessation of the perfusion. 
Agavol and co-workers had in 1953 shown that an 
extract from these seeds caused a hypotensive effect. 
Further experiments on cats given the drug orally showed 
that no toxic effects resulted from doses of up to 0°5 g. 
per-kg. body weight, though in larger doses salivation, 
loss of appetite, and exhaustion occurred. 

The drug was then tried in 88 patients with angina, 
of whom 77 were suffering from coronary atherosclerosis 
(28 with arterial hypertension in addition), and 11 were 
diagnosed as cases of cardiac neurosis. After a week of 
rest and sedation the extract was administered orally in 
doses of 20 mg. three or four times daily half an hour 
before food. Beneficial results, manifested by dimin- 
ished frequency and severity of the anginal attacks and 
increased capacity for effort, began to appear within 3 to 
5 days of the beginning of the treatment, which was,.con- 
tinued for 3 weeks. Out of the 77 patients in the first 
two groups 54 were benefited, whereas only 4 of the 
11 cases of cardiac neurosis showed improvement. The 
drug caused no toxic side-effects in the dosage employed. 
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The treatment can be continued while the patient is 
ambulatory, and many of the authors’ patients were 
able to resume their usual occupations. 

Daucarin is a greenish-grey amorphous powder with 
a bitter taste and a slight but characteristic smell. It is 
easily soluble in alcohol, less so in acetone, chloroform, 
and dichlorethane, and only very slightly soluble in cold 
water. It is dispensed in tablets containing either 0-01 
or 002g. . L. Firman-Edwards 


365. The Significance of Atrioventricular Block Com- 
plicating Acute Myocardial Infarction 

D. B. Conen, L. Doctor, and A. Pick. American 
Heart Journal [Amer. Heart J.| 55, 215-219, Feb., 1958. 
6 refs. 


An analysis is presented of 68 cases of acute myo- 
cardial infarction complicated by high degrees of atrio- 
ventricular (A—V) block studied at the Michael Reese 
Hospital, Chicago. The site of the infarction in 51 cases 
(75°%) was the posterior wall and in 16 (24°%) the anterior 
wall, while in-one case both anterior and posterior walls 
were involved. Death occurred within 2 months in 32 
cases; 12 of the patients with anterior-wall infarction 
(75°%%) and 19 of those with posterior-wall infarction 
(37-59%) died, together with the one whose infarct involved 
both walls. 

After the infarction 33 of the patients showed “* second 
degree block ”’ (with single dropped beats) and of these, 
11 died (33°%); 22 had “* advanced second degree block ” 
(in which several successive dropped beats initiate A-V 
nodal escape and A~-V dissociation) and of these, 11 
died (50°%); and 13 had complete block, of whom 10 
died (779%). Of the 36 patients who survived 2 months 
or more the block was transient in 32, whereas the block 
persisted until death in 28 of the 32 who died. On the 
other hand the occurrence of heart block did not materi- 
ally affect the prognosis in patients who survived 2 
months, since of those who were followed up for 2 
months to one year, 44-4°% survived, of those followed 
up for one to 5 years, 34-:9%% survived, and of those 
followed up for 5 to 10 years, 11-89% survived, one for 
over 10 years. Evidence of previous myocardial infarc- 
tion, diabetes, or hypertension increased the mortality. 

C. Bruce Perry 


366. Use of Pressor Agents in Shock in Myocardial 
Infarction 

0. Garal and K. Situ. British Medical 
Journal (Brit. med. J.] 1, 247-251, Feb. 1, 1958. 4 figs., 
20 refs. 


It is pointed out that when shock complicates myo- 
cardial infarction mortality rises to about 80°% and that 
an effective pressor agent, besides increasing the peri- 
pheral resistance, must increase the force of cardiac con- 
traction. The pharmacology of L-noradrenaline and of 
mephentermine sulphate is described. In a consecutive 
series of 25 cases of myocardial infarction complicated 
by shock treated with these drugs at Charing Cross 
Hospital, London, there were only 12 deaths. The chief 
indication for giving these drugs was a fall in blood 
Pressure below 90 mm. Hg. Im severe shock L-nor- 
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adrenaline in 5% dextrose was given intravenously; in 
less severe shock or when facilities for intravenous 
infusion were not available mephentermine was given 
intramuscularly. Both drugs were given in 2 cases and 
anticoagulants in all. Details are given of 7 cases. 

Discussing their findings, the authors state that the 
prognosis was less good in patients with a history of 
previous infarction than in those without, and that the 
longer the duration of shock before treatment the poorer 
the outlook. Persistent tachycardia was not a reliable 
guide, but bradycardia from partial A~V block appeared 
to be a favourable sign. The height to which the blood 
pressure rose with administration of the pressor agents 
did not affect the outcome. 

The long-term prognosis was assessed at follow-up 
examination of the 6 patients in the series whose case 
histories have already been reported (Lancet, 1953, 2, 
1341; Abstr. Wid Med., 1954, 15, 398). Of these, 3 
were alive and active nearly 4 years after myocardial 
infarction complicated by shock. The authors state 
that whereas mephentermine can be given as emergency 
treatment, L-noradrenaline requires more careful control. 
The latter is most useful in severely shocked patients and 
those in whom mephentermine has not been effective. 


J. N. Agate 


367. Anticoagulants in Myocardial Infarction 
M. Toouey. British Medical Journal [Brit. med. J.) 1, 
252-255, Feb. 1, 1958. 7 refs. 


Honey and Truelove (Lancet, 1957, 1, 1115 and 1209; 
Abstr. Wild Med., 1957, 22, 365) concluded from the 
results of an investigation at the Radcliffe Infirmary, 
Oxford, that administration of anticoagulants had not 
produced any dramatic reduction in mortality from 
cardiac infarction. Questioning this conclusion, the 
present author compared the results obtained by these 
workers in 110 untreated cases of myocardial infarction 
with those in his own series of 326 cases admitted to New 
End Hospital, London, between 1951 and 1957, and 
treated with anticoagulants. In all the author’s cases 
the diagnosis was confirmed by electrocardiography or 
at necropsy. He emphasizes certain similarities between 
the two series—25-7°% in his series were good-risk cases 
compared with 24-5°% in Honey and Truelove’s, and the 
percentage of deaths in the first 48 hours following 
admission was 38, the same as in the Oxford investiga- 
tion. He claims, however, that his series contained a 
higher proportion of gravely ill patients. The late 
mortality was 13-6%, compared with 28-3% in the 
untreated cases of Honey and Truelove. 

In the author’s experience Owren’s method of deter- 
mining prothrombin time has proved the most satis- 
factory. Of the various anticoagulant drugs available, 
phenindione gives better results and is easier to control 
than the longer-acting anticoagulants, which are, how- 
ever, suitable for long-term prophylaxis. He considers 
that the risk of haemorrhage has been exaggerated, and 
that minor episodes do not call for cessation of treat- 
ment. While vitamin K; (phytonadione) is invaluable 
in the control of haemorrhage due to overdosage of 
anticoagulants, it should be administered with care. 
Antibiotics, phenylbutazone, and aspirin should not be 
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given simultaneously with anticoagulant therapy. All 
bad-risk patients should receive anticoagulants, and the 
author considers that provided skilled clinical and 
laboratory facilities are available “‘ there is nothing to 
lose” in giving anticoagulants to good-risk patients 
also. No absolute contraindication to these drugs was 
observed in any of the cases seen at New End Hospital 
during the past 5 years, and major surgical procedures 
were carried out while patients continued treatment. 
J. N. Agate 


368. Further Observations Concerning the Prognosis of 
Myocardial Infarction Due to Coronary Thrombosis - 

P. D. Wuirte, E. F. BLAND, and S. A. Levine. Annals of 
Internal Medicine [Ann. intern. Med.] 48, 39-49, Jan., 
1958. 8 refs. 


A further analysis of 200 cases of coronary thrombosis 
with myocardial infarction seen in consultation between 
1921 and 1930, inclusive, has shown that 7 were examined 
within 6 hours, 14 more within 2 days, and 35 more 
within the first week, making a total of 56 during the 
first week. During the next 3 weeks, 34 more were seen, 
or a total of 90 in the first month. Thirty-two others 
were seen in the next 2 months, making a total of 122 
patients seen during the acute attack and convalescence 
therefrom. The remaining 78 patients were seen in 
consultation later than that. 

It is of much interest that there was a steadily decreasing 
mortality during the first 3 months. Of 35 who died in 
the first month, 18 died in the first week and 8 in the 
second week. Of the 42 who died in the first 3 months, 
26 succumbed in the first fortnight, 9 more in the second 
fortnight, and only 7 others in the second and third 
months. It should also be noted that coronary throm- 
bosis kills a certain, at present indeterminable number 
of patients too quickly for them to be included in any 
clinical series. 

A comparison of the 25 patients among the 90 who 
were seen by P.D.W. during the first month of their illness 
and who survived that month and yet died within 3 years 
of the onset of their attacks with 23 of this same group 
of 90 who survived 5 years showed that, among the 
former, 14 had congestive heart failure (6 had coronary 
insufficiency also), 7 had angina pectoris without con- 
gestive failure, and only 4 were free from evidence of 
either complication during their convalescence after the 
first month; among the latter 23 (who survived 5 years), 
only one had congestive failure, 4 others had angina 
pectoris, and 18 had recovered completely from their 
acute attack, showing neither complication. 

As emphasized in the 1941 and 1956 reports, the most 
important clue favoring longevity and a return to a 
normal program of life was found to be the degree of 
completeness of recovery after the first month of con- 
valescence from the acute attack. Of the 24 cases who 
showed neither myocardial nor coronary insufficiency, 
18 (75°) survived 5 years, while the average survival of 
these 24 cases was 12 years. Among those who, free of 
complications, completely recovered from their attack, 
the eventual cause of death was most commonly coronary, 
either recurrent thrombosis or sudden death, with or 
without evident angina pectoris. There were no mild 


cases in the whole group of 200 patients, either because 
such cases were missed or because a consultant was not 
called in to see such patients. There were 163 of severe 
and 37 of moderate grade. Not infrequently during the 
1920’s the treatment and cooperation of patients such 
as those seen then by P.D.W. in consultation were 
inadequate. It should be added that our attitude con- 
cerning the prognosis of coronary thrombosis with 
myocardial infarction will undoubtedly be much more 
optimistic in the future than it has been in the past 
because of the recognition of mild cases, the better treat- 
ment and program after recovery, and the more satis- 
factory understanding and cooperation of the patient.— 
[Authors’ summary.] 


HYPERTENSION 


369. The Nocturnal Concentration Index of Urine and 
its Use in the Diagnosis of Hypertension- 

J. F. Burpon. Journal of the College of General Prac- 
titioners [J. Coll. gen. Practit.] 1, 28-35, Feb., 1958, 
1 fig., 4 refs. 


The numerical difference between the specific gravity 
of a specimen of urine passed after a period of 14 hours 
at night without fluid intake and that of a specimen 
passed later in the morning after taking fluids freely is 
termed by the author the nocturnal concentration index 
and is normally positive. A negative figure is con- 
sistently found, however, in the presence of oedema, and 
frequently in conditions of fluid retention, such as early 
heart failure and toxaemia of pregnancy, before oedema 
has become evident. Determination of this index thus 
constitutes a simple and useful diagnostic test and a 
means of estimating the effects of treatment. Negative 
values have also been frequently noted in cases of hyper- 
tension, presumably indicating the presence of “‘ latent” 
oedema, but the full significance of this finding is not 
clear. The author appeals for further investigation of 
this test, particularly in relation to hypertension. 

J. McMichael 


370. Treatment of Essential Hypertension with Chloro- 
thiazide (Diuril). Its Use Alone and Combined with 
Other Anti-hypertensive Agents 

E. D. Frets, A. WANKO, I. M. Witson, and A. E. 
ParRisH. Journal of the American Medical Association 
[J. Amer. med. Ass.] 166, 137-140, Jan. 11, 1958. 1 fig., 
9 refs. 


A study of the antihypertensive action of chlorothiazide 
was carried out on 10 hypertensive patients at the 
Veterans Administration Hospital, Washington, D.C, 
who had received no previous treatment. They were 
given a daily sodium chloride intake of approximately 
4 g. and observed in hospital until their blood pressure 
stabilized, and were then given chlorothiazide, 0-5 g. 
thrice daily. Pretreatment blood pressure averaged 
175/108 mm. Hg (range, 140/94 to 187/127 mm.), and 
during treatment it fell within one to 4 days to an average 
of 136/93 mm. Hg (range, 129/78 to 162/104 mm). 
There were an associated diuresis and a weight loss of 
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0-5 to 3-2 kg., but no undesirable side-effects. By con- 
trast, chlorothiazide had no appreciable hypotensive 
effect on 15 normotensive subjects. Chlorothiazide 
given in addition to various hypotensive drugs to 73 
hypertensive subjects produced a further fall in blood 
pressure and diuresis. In 5 patients who had undergone 
lumbo-dorsal splanchnicectomy for hypertension the 
administration of chlorothiazide was also followed by 
an additional reduction of blood pressure. 


K. G. Lowe 


The Pathogenesis of Essential Hypertension. A 
Unified Theory 

—E. GOLDBERGER. American Journal of Cardiology [Amer. 
J. Cardiol.| 1, 154-175, Feb., 1958. Bibliography. 


ATHEROSCLEROSIS 


372. Atherosclerosis and Primary Hyperlipaemia (with 
Reference to 8 Cases). (Athérosclérose et hyperlipémies 
primitives (d’aprés 8 observations)) 

J. L. BEAUMONT, V. BEAUMONT, B. BouMARD, and J. 
LENEGRE. Bulletins et mémoires de la Société médicale 
des hépitaux de Paris (Bull. Soc. méd. Hép. Paris] 74, 
63-80, Jan. 24, 1958. 2 figs., 39 refs. 


The high concentration of lipids which is found in the 
blood in 80% of cases of atheroma may be due to an 
excess of neutral fats or of cholesterol. The authors 
have sought to throw light on the part played by the 
lipids in the development of atheroma by studying 8 
cases of primary hyperlipaemia selected from among 
more than 1,000 patients attending the Cardiology 
Department of the H6pital Boucicaut, Paris. There 
were 2 cases of primary hypercholesterolaemia and 6 of 
idiopathic hyperlipaemia. All the patients save one had 
angina and in addition most of them showed other signs 
of atherosclerosis such as hypertension or intermittent 
claudication. Myocardial infarction had occurred in 
3 cases. 

Paper electrophoresis of the serum in the cases of 
hypercholesterolaemia gave a characteristic result, with 
a sharp spike due to the excess of 8 lipoproteins, as in 
myxoedema. In health an enzyme, lipoprotein lipase, 
appears in the blood after a meal or the intravenous 
injection of heparin, hydrolysing neutral fats with the 
liberation of fatty acids and a reduction in the number 
of chylomicrons present. In cases of hypercholesterol- 
aemia this effect is not observed. The serum cholesterol 
level is ‘not reduced by a low-fat diet, nor is there any 
response to methionine, inositol, choline, lecithin, large 
doses of vitamin A, small doses of lipocaic, or phyto- 
sterol, though a transient reduction may be obtained 
with dextran sulphate, with the Kempner rice and fruit 
diet, and to a lesser degree with a diet in which maize 
oil replaces animal fat. Most of these characteristics 
were confirmed by observations made on the authors’ 
cases. 

Essential hyperlipaemia is, like primary hypercholes- 
terolaemia, a hereditary condition, but it differs from it 
in many of its features. Electrophoresis reveals an 
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excess of neutral fats rather than f lipoproteins in the 
serum, a phenomenon which may also be observed in 
normal subjects after meals as well as in severe, untreated 
diabetics. The excess of neutral fats in the serum may 
be reduced by the injection of heparin or by the institu- 
tion of a fat-free diet. This last indicates at once an 
alimentary origin and an effective dietetic treatment for 
the condition. The findings in the authors’ 6 cases 
were characteristic of essential hyperlipaemia. 

The authors argue that since atheroma may occur in 
association with either type of hyperlipaemia it is there- 
fore not due to an excess of one lipid component in par- 
ticular. Moreover,-even in the presence of gross hyper- 
lipaemia atheroma may not develop at all, so that a 


_ disturbance of fat metabolism alone cannot be respon- 


sible. Only by detailed investigation will it be possible 
to distinguish those cases of atherosclerosis in which the 
response of the blood chemistry to treatment is sufficient 
to justify the imposition of a strict diet. 

A. C. F. Green 


373. Essential Fatty Acids, Lipid Metabolism, and 
Atherosclerosis 
L. W. KINsELL, G. D. MICHAELS, R. W. FRIsKEy, and 


S. Spuirrer. Lancet [Lancet] 1, 334-339, Feb. 15, 1958. 
4 figs., 21 refs. ; 


Working at the Highland Alameda County Hospital, 
Oakland, California, the senior author and his colleagues 
were the first, 6 years ago, to present definite experi- 
mental evidence that the ingestion of certain fats of veget- 
able origin reduced the plasma cholesterol level. In the 
present paper they attempt to answer a number of out- 
standing questions concerning the mechanism of this 
action on the basis of their findings during the past 3 
years. 

It has been repeatedly shown that replacement of un- 
saturated fats in the diet by linoleic acid, the major active 
ingredient in the vegetable fats, reduces the plasma 
cholesterol level in both healthy and atherosclerotic 
subjects. It is less well known that a similar reduction 
of the normal or increased plasma cholesterol level can 
be achieved in man kept on a fat-free diet of 2,000 to 
3,000 Cal. by the addition of 40 to 80 g. of ethyl linoleate. 
Less well documented, but of the greatest practical im- 
portance, is the authors’ submission that, in addition to 
a mixed diet, healthy young persons require about 10 g., 
healthy middle-aged persons about 20 g., and athero- 
sclerotic middle-aged persons 30 to 50 g. or more of 
linoleic acid daily to keep their plasma cholesterol level 
normal. They have also demonstrated that a phos- 
phatide mixture containing arachidonic acid reduces the 
plasma cholesterol level even more substantially than 
does linoleic acid. Z. A. Leitner 


SCorrection.—May issue, page 349, Abstract 1108, the 


sentence starting in line 20 should read: “‘ A systolic murmur 


was recorded from the pulmonary artery in all the patients, 
even when none was recorded in chest phonocardiograms or 
from other cardiac chambers’’.—Epitor. 
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374. Leukaemia and Related Conditions and the Blood- 
uric-acid 

R. A. HickuinGc. Lancet [Lancet] 1, 175-178, Jan. 25, 
1958. 18 refs. 


Observations made at Charing Cross Hospital, London, 
on the blood uric acid levels of 58 patients with myeloid 
splenomegaly—17 with myeloid leukaemia, 10 with 
polycythaemia, 11 with osteosclerosis, 11 with myelo- 
sclerosis, 6 with megakaryocytic myelosis, and 3 with 
chronic non-leukaemic myeloid splenomegaly—showed 
that there was a very close association between a high 
blood uric acid level and the presence of large numbers of 
giant cells closely resembling megakaryocytes in the bone 
marrow and in the tissues affected by myeloid metaplasia. 
The relationship seemed to be a reciprocal one. None of 
the patients with typical myeloid leukaemia had gout, 
but 5 of those with polycythaemia, 4 with osteosclerosis, 
2 with myelosclerosis, and 3 with megakaryocytic mye- 
losis were suffering from this disorder. 

The findings suggest that determination of the blood 
uric acid level may be of value in cases of myeloid spleno- 
megaly as a guide to the type of myeloid metaplasia 
present, and may also enable a gradual change from 
polycythaemia to megakaryocytic myelosis and then to 
myelosclerosis and osteosclerosis to be recognized. 
When a leukaemia-like disorder appears in a patient 
who has had gout for years the histological changes in 
the bone marrow and spleen are those of megakaryocytic 
myelosis. A. Ackroyd 


375. Demonstration of a Circulating Anticoagulant in 
Plasma Thromboplastin Antecedent Deficiency 

A. M. JosePpHsON and R. Lisker. Journal of Clinical 
Investigation [J. clin. Invest.] 37, 148-152, Feb., 1958. 
5 figs., 16 refs. 


The features are described of an atypical circulating 
anticoagulant which developed in a patient who, in 1955, 
was found to have plasma thromboplastin antecedent 
(P.T.A.) deficiency. The patient, a 50-year-old woman, 
had prolonged whole-blood clotting time corrected by 
adsorbed normal plasma, haemophilic plasma, or Hage- 
man-factor-deficient plasma. There was correction also 
by normal serum, Christmas-disease serum, and Hage- 
man-factor-deficient serum. There was failure of correc- 
tion by P.T.A.-deficient plasma or serum. The patient 
was re-admitted to Michael Reese Hospital, Chicago, in 
1956, for removal of a stone from the cystic duct, when it 
was noted that she had become resistant to correction by 
transfusion. Using mixtures of the patient’s plasma 
and normal plasma in a recalcification time technique, 
the authors observed no inhibition. Incubation of the 
patient’s adsorbed plasma with normal adsorbed plasma 
or normal serum resulted in impaired thromboplastin 
formation from these, compared with control specimens 
similarly treated. The incubation did not destroy anti- 
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haemophilic globulin or Christmas factor. The in- 
hibitor was present sa he in the patient’s plasma and not 
in the serum. A. S. Douglas 


376. The Treatment of Polycythaemia Rubra Vera with 
Single Doses of Radioactive Phosphorus 

D. VeREL. Quarterly Journal of Medicine [Quart. J. 
Med.) 27, 27-43, Jan., 1958. 5 figs., 30 refs. 


The results obtained with radioactive phosphorus 


(32P) in the treatment of 18 patients with polycythaemia — 


rubra vera are reported from the London Hospital; in 
all cases this treatment had been given for more than 18 
months. A single-dose regimen was evolved in which the 
amount of 32P administered was related to the erythro- 
cyte volume. Good results were obtained with 5 to 6 
mc. of 32P in most patients in whom the erythrocyte 
volume was about 150% of normal and with 7 mc. in 
those in whom it was 200% or higher. Satisfactory 
remission was obtained in 14 patients, but 4 proved to 
be resistant. The duration of response to effective 
therapy varied considerably and was related to the 
activity of the polycythaemic process. In 7 patients the 
erythrocyte volume has remained normal for 18 months 
to over 4 years, while 8 patients have needed further 
treatment after intervals ranging from 10 to 27 months. 
In the resistant patients there appeared to be more 
marked hepato-splenomegaly, and the leucocyte count 
was higher than in those who responded to treatment. It 
is suggested that polycythaemia in these two groups may 
differ-in aetiology. A. W. H. Foxell 


377. The Pathogenesis and Management of Neurological 
Complications in Patients with Malignant Lymphomas 
and Leukemia 

H. M. Wixuiams, H. D. Diamonp, and L. F. CRAver. 
Cancer [Cancer (Philad.)| 11, 76-82, Jan.-Feb., 1958. 
23 refs. 


A review of the records of 5,778 patients admitted to 
the Memorial Center for Cancer and Allied Diseases, 
New York, between 1926 and 1956 suffering from lym- 
phoma or leukaemia showed that neurological complica- 
tions occurred in 795 cases (13-89%). Among these, 
spinal cord compression was common (118 cases) and 
was usually due to epidural infiltration extending from 
vertebral or paravertebral sites; in some cases com- 
pression of the blood supply to the cord may have con- 
tributed. Invasion of the cord by the tumour through 
the meninges was exceptional, the dura apparently being 
an effective barrier to further invasion by the lymphoma. 
There was no convincing evidence that compression 
fracture of the vertebrae was ever primarily responsible. 
Chemotherapy followed by radiotherapy was the most 
successful form of treatment, and patients with Hodgkin’s 
disease responded best, “‘ excellent” results being ob- 
tained in 66% of 302 such cases. 
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Cerebral manifestations were observed in some cases 
of lymphoma when no meningeal infiltration was demon- 
strable, and in patients with leukaemia local lesions were 
sometimes encountered when clinical signs were absent. 
X-ray therapy proved valuable in these cases. Involve- 
ment of the cranial nerves (especially the 3rd to the 7th) 
was most commonly due to pressure by the lymphoma. 
Of the 130 patients with peripheral nerve involvement 
95°%, had lymphoma, and local disease around the nerve 
trunk was found in 98% of these. The response to 
therapy showed no consistent relation to the type of 
tumour or the form of treatment. Diffuse peripheral 
neuritis occurred, but was a rarity (5 cases), and the 
ac‘iology was obscure. Herpes zoster in association 
with involvement of the afferent portion of the reflex 
arc was noted in 162 cases and was unaffected by treat- 
ment. Infiltration of the pituitary gland (32 cases) was 
usually an incidental finding at necropsy. Other com- 
plications included infection of the central nervous 
system (28 cases), which, however, was seldom pyogenic, 
and intracranial haemorrhage (146 cases), which was 
closely related to thrombocytopenia secondary to 
leuxaemic infiltration of the marrow. 


Mary D. Smith 


ANAEMIA 


378. Acetazoleamide (Diamox) in Sickle Cell Disease 
J. Gatitis, J. A. ALEGRE, B. MoToia, and J. HoLoc- 
Rhode Island Medical Journal [R.I. med. J.| 40, 
679-680, Dec., 1957. 2 refs. 


The authors report the case of a coloured woman of 
33 suffering from sickle-cell anaemia whom they treated 
with acetazolamide (“‘ diamox”). The patient, who 
had previously undergone splenectomy, was admitted to 
Newport Hospital, Rhode Island, in a haemolytic crisis 
and was found to have an enlarged liver and heart. 
When both her blood picture and general condition had 
become stabilized she was given 7 mg. of acetazolamide 
per kg. body weight daily. On the second day of treat- 
ment, having received 750 mg., she became much worse, 
with severe jaundice and increasing anaemia, but im- 
proved when the treatment was stopped. Experiments 
with the patient’s blood in vitro showed that sickling 
increased when acetazolamide was added. The authors 
offer no explanation of the difference between their 
results and those described by Hilkovitz (Brit. med. J., 
1957, 2, 266; Abstr. Wid Med., 1958, 23, 112), who 
recorded success in treating a baby with acetazolamide. — 

Janet Vaughan 


379. The Hemoglobin D Syndromes 
A. I. CHERNOFF. Blood [Blood] 13, 116-127, Feb., 1958. 
6figs., 18 refs. 


This paper from the Washington University School of 
Medicine, St. Louis, and Duke University School of 
Medicine, Durham, North Carolina, describes an investi- 
gation undertaken to delineate more fully the differences 
in clinical, haematological, and genetic characteristics 
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out on 11 individuals whose blood contained haemo- 
globin A plus haemoglobin D, details of 6 of these cases 
(5 in negroes) being given, while genetic studies were 
carried out on several of their families. A single example 
of homozygous haemoglobin-D disease, in a 40-year-old 
negress, was studied, and a genetic investigation of the 


_ patient’s family was made. No haematological abnor- 


mality associated with haemoglobin-D trait could be 
detected, and the homozygous condition presented as an 
extremely mild haemolytic anaemia. 

In a previous investigation (Blood, 1956, 11, 907) the 
author found the incidence of haemoglobin D amongst 
American negroes to be 0-4% [which is a surprising 
finding in view of the fact that so far no haemoglobin | 
D has been discovered in their ancestors, the West 
African negroes]. 

There was evidence of intermixture with American 
Indians in several of the families studied in the present 
investigation, and the author suggests that a reservoir 
of haemoglobin D may be located in this race, on which 
extensive haemoglobin surveys have not yet been made. 

H. Lehmann 


380. Measurement of Red-cell Loss from Gastro- 
intestinal Tract, Using Radioactive Chromium 

N. C. HuGues Jones. British Medical Journal [Brit. 
med. J.| 1, 493-496, March 1, 1958. 3 figs., 9 refs. 


’ When erythrocytes labelled with radioactive chromium 
(51Cr) are introduced into the stomach or duodenum 


- more than 90% of the isotope can be recovered from the 


faeces. Thus blood loss in the stools can be estimated 
quantitatively by labelling a sample of the subject’s 
erythrocytes with 5!Cr, re-injecting the cells into the 
circulation, and estimating the 51Cr excreted. 

At the Postgraduate Medical School of London 6 
anaemic patients who were known to be losing erythro- 
cytes in their stools were studied. After the intravenous 
injection of 51Cr-labelled erythrocytes the loss of 51Cr in 
the stools was estimated, and these estimates were used 
to correct the 5!Cr survival curves. The amount of 51Cr 
in the stools did not completely account for the rate of 
loss of 51Cr from the blood stream due to reabsorption 
of some of the isotope from the gastro-intestinal tract. 
The method probably underestimates by 1 to 6% the 
actual amount of blood lost in the stools. 

Because of the slight excretion of 5!Cr in the stools of 
2 control subjects, thought not to be bleeding into the 
gastro-intestinal tract, whose cells had been labelled with 
51Cr and injected intravenously, it is considered that the 
daily loss of blood in the stools must exceed 1 ml. a day 
before it can be detected by this method. _ 

A. W. H. Foxell 


381. A Comparison of the Plasma Iron, Iron-binding 
Capacity, Sternal Marrow Iron and Other Methods in the 
Clinical Evaluation of Iron Stores 

E. BeuTLer, M. J. Rosson, and E. BUTTENWIESER. 
Annals of Internal Medicine [Ann. intern. Med. 48, 
60-82, Jan., 1958. 6 figs., 28 refs. 


At the University and Argonne Cancer Research Hos- 
pital, Chicago, the authors have evaluated and com- © 
pared the various techniques available for the estimation 
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of the body iron stores, a total of 106 patients with 
a variety of blood disorders such as iron-deficiency 
anaemia, haemolytic anaemia, and haemochromatosis 
being investigated. 

In the main study specimens of bone marrow were 
obtained by aspiration from the sternum and stained 
for iron for 30 minutes, using a freshly mixed solution 
made from equal parts of 4°% potassium ferrocyanide 
and 4% hydrochloric acid which had been heated to 
56° C.; the sections were then counterstained with hae- 
matoxylin and eosin, resulting in the iron staining a 
brilliant blue. A quantitative assessment was made of 
the presence of stainable iron in the marrow cells. Com- 
parison of the results with those based on determination 
of the plasma iron level and plasma iron-binding capacity 
showed that the marrow-staining technique detected iron 
deficiency with greater reliability at haemoglobin levels 
above 9 g. per 100 ml., the former two methods being 
reliable in detecting iron deficiency only when the haemo- 
globin value was below this level. The plotting of iron 
tolerance curves was valueless in the detection of iron 
deficiency. Estimations of the plasma clearance and of 
erythrocyte utilization of radioactive iron were not 
sufficiently affected by the size of the iron stores to make 
these techniques of practical value. J. McLean Baird 


382. Macrocytosis and Macrocytic Anaemia Caused by 
Anticonvulsant Drugs 

C. F. Hawkins and M. J. MEYNELL. Quarterly Journal 
of Medicine [Quart J. Med.] 27, 45-63, Jan., 1958. 
7 figs., 28 refs. 


In an initial controlled study of 72 epileptic patients 
(40 males and 32 females, aged 7 to 65 years) from two 
large institutions in the area of the United Birmingham 
Hospitals a significant tendency towards macrocytosis 
was observed. The macrocytosis was determined by 
estimation of the mean corpuscular volume and con- 
firmed in 6 cases on examination of Price-Jones curves. 
No correlation was found between the macrocytosis and 
the age or the sex of the patients. 

Over a 2-year period 159 epileptics were examined 
haematologically. It was found that 45% of those 
receiving both phenytoin and phenobarbitone, 27% of 
those given phenytoin alone, and 34°% of those given 
phenobarbitone alone showed macrocytosis. A correla- 
tion was observed between the dosage of phenytoin and 
phenobarbitone combined and the incidence of macro- 
cytosis, a finding which lends support to the hypothesis 
that anticonvulsant drugs cause macrocytosis. Further, 
in 3 patients in whom the cessation of fits made it possible 
to discontinue anticonvulsant therapy, the macrocytosis 
disappeared. 

There was no evidence of vitamin-B;2 (cyanocobala- 
min) or folic acid deficiency. Treatment with folic acid, 
however, seemed to be effective in all cases, whereas the 
response to vitamin B;2 varied considerably. A daily 
dose of 5 to 10 mg. of folic acid appeared to give sufficient 
protection against the anaemia-producing properties of 
the anticonvulsant drugs. On this dosage there was no 
tendency to the development of neurological complica- 
tions, but the authors emphasize that this possibility 


should be borne in mind. A somewhat unexpected 
finding was a striking reduction in the number of fits 
after correction of the anaemia. It is suggested that the 
macrocytosis is an indication of defective synthesis of 
nucleoprotein and may be a forerunner of megaloblastic 
anaemia. The authors emphasize that although the 
former is quite common, the latter is rare among such 
patients. A. W. H. Foxell 


383. The Diagnosis of Latent Megaloblastic Anaemia 
H. P. @. KRISTENSEN, L. K. CHRISTENSEN, T. Fruls, and 
A. S. Onsen. Danish Medical Bulletin [Dan. med. 
Bull.) 5, 32-35, Jan., 1958. 8 refs. 


With the development of reliable methods of deed 
mining the concentration of vitamin B;2 (cyanocobala- 
min) in the plasma it has been shown that in some persons 
the level is relatively low in the absence of any signs or 
symptoms of vitamin-B;2 deficiency, and the question 
arises whether the presence of such a low level indicates 
that megaloblastic anaemia may develop later. The 
present authors have examined 16 patients at the Copen- 
hagen County Hospital who were not anaemic, but in 
whom the plasma vitamin B,2 level was lower than 
200 pg. per mi. Various tests were carried out, 
including a test meal and sternal marrow examination, 
and the patients’ ability to absorb vitamin B,2 was 
estimated by means of the Schilling urinary excretion 
test. 

All the patients had gastric achylia. The bone marrow 
in each case was normoblastic, though sometimes a few 
** macroproerythroblasts ” were noted. The results of 
the Schilling test indicated reduced absorption of the 
vitamin in all of 5 cases in which the plasma level was 
below 100 yg. per ml. and in 3 of the 7 in which it was 
between 100 and 150 yg. per ml.; in the remaining 8 
cases, in 4 of which the plasma level of vitamin By? was 
between 100 and 150 ug. per ml. and in 4 between 150 
and 200 pg. per ml., absorption was normal. The 
authors conclude that only a plasma vitamin-B;2 level 
below 100 ug. per ml. is a certain indication of “latent 
megaloblastic anaemia ”’. M. C. G. Israéls 


384. Hematologic Responses in Pernicious Anemia to 
Orotic Acid 

R. W. Runpies and S. S. Brewer. Blood [Blood] 13, 
99-115, Feb., 1958. 12 figs., 27 refs. 


It is generally accepted that vitamin B;2 (cyanocobala- 
min).plays a part in the synthesis of nucleosides and 
nucleic acids, and it has been reported in the literature 
that the administration of various nucleic acid precursors 
of the pyrimidine type, notably thymine and uracil, 
may bring about remissions in patients with pernicious 
anaemia. This paper from Duke University and Hos- 
pital, Durham, North Carolina, reports a study of the 
effect of orotic acid on such patients. Orotic acid is 
thought to be formed from carbamyl-aspartic acid. It 
has been isolated from the milk of several mammals and 
from yeast and liver and it is known that it may play an 
important part in the biosynthesis of nucleic acids, while 
other work has shown that it can replace pyrimidines 4 
a growth factor. 
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When given by mouth in doses of 3 to 6 g. daily to 11 
patients with pernicious anaemia in relapse orotic acid 
produced partial remission with some regularity. The 
response varied, being greatest in a patient with pernicious 
anaemia following gastrectomy and least in 2 under- 
nourished patients who nevertheless responded well to 
viiamin-Bj2 therapy. The authors suggest that this 
variability of effect may be explained by irregularity in 
the absorption of the compound, which is poorly soluble. 
In no case was complete remission of the disease 


- ever obtained with orotic acid, and even at the point of 
and maximum improvement macrocytosis of the circulating 
ned. erthrocytes and some degree of megaloblastic develop- 
ment in the bone marrow persisted. Patients maintained 
eter- on orotic acid treatment alone for 5 to 7 months gradually 
ala- relapsed, with increasing anaemia and atrophy of the 
sons mucosa of the tongue. H.. Lehmann 
1S OF 
stion 
cates 
The BLOOD TRANSFUSION 
“1 385. Maleate in Prophylaxis of 
than @ Pyrexial Reactions during Blood-transfusions 
out, § M. Hopstey. Lancet [Lancet] 1, 497-498, March 8, 
ation, 1958. 16 refs. 
, Was In view of the conflicting opinions expressed in the 
retion § |iterature concerning the value of antihistamine drugs in 
the prevention of pyrexial reactions to blood transfusion 
arroW @ the author has carried out a controlled trial at the 
a few § Middlesex Hospital, London, on a total of 200 patients. 
its of @ In cach case oral temperature readings were made at 
of the @ hali-hourly intervals, beginning half an hour before the 
el was @ start and continuing until 2 hours after the end of the 
it was @ transfusion. All patients receiving transfusions in 
ning 8 & selected wards were studied, except when certain speci-. 
12 WaS @ fied contraindications, such as pre-transfusion pyrexia, 
en 150 @ applied. Pyrexial reactions were classified arbitrarily in 
. The @ three grades according to the maximum temperature 
2 level @ reached: (1) 100° to 101° F. (37-8° to 38-3° C.); (2) 101° 
“latent @ to 103° F. (38°3° to 39-4° C.); and (3) more than 103° F. 
raéls In 100 cases 10 mg. of chlorpheniramine maleate (“‘ piri- 
ton”) was added to each pint (568 ml.) of blood, no such 
mia to @ addition being made in the remaining 100 cases. Alloca- 
tion to the two groups was alternate, except that multiple 
od) 13, @ transfusions of the same patient were carried out altern- 
ately with treated and untreated blood: The number of 
cobals- multiple transfusions was almost identical and the age 
les and and blood-group distribution of the patients did not 
terature differ materially in the two groups, but the piriton 
scursors fy SOUP contained about 10°, more men than the control 
rnicious The total number of pyrexial reactions occurring in 
ad Hos the control group was 38 and in the piriton group 32; 
y of the the numbers of Grade-2 and -3 reactions were almost 
acid is identical, but there were 23 Grade-1 reactions in the 
cide former and 17 in the latter group. The total incidence 
nals andj" both groups was thus grossly in excess of the figure of 
, play aa 3 to 6% usually reported, which is probably based on 
ds, while subjective evidence rather than on systemic temperature 
idines aq “dings at frequent intervals. In some cases in this 


series the pyrexia may have been coincidental, no attempt 
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having been made to exclude patients who were likely 
to develop fever provided the temperature at the begin- 
ning of transfusion was normal, but the possibility that 
any reaction was due to incompatibility was excluded by 
the appropriate tests. 


In view of the discrepancy discovered between the 


_ actual and the reported incidence of pyrexial reactions 
‘it is not surprising that previous reports on the efficacy of 


antihistaminics in reducing that incidence have differed 
widely in their findings. Moreover, it is pointed out 
that no such report hitherto published has included an 
analysis of control and treatment groups for compara- 
bility, especially with regard to multiple transfusions. 
From the evidence of the present trial there would appear 
to be no justification for the routine addition of an 
antihistaminic to transfused blood for the prevention of 
pyrexial reactions. This conclusion does not, of course, 
affect the validity of the practice of making such additions 
for the prevention of allergic reactions in patients with a 
known history of allergy, the incidence of which can 
thereby be reduced almost to zero. F. Hillman 


386. Antileucocytic Iso-immunization after Blood Trans- 
fusion. Antileucocytic Antibodies and Leucopenia. (Iso- 
immunisation antileucocytes aprés transfusions; anti- 
corps antileucocytes et leucopénies) 

R. ANDRE, B. Dreyrus, and SALMON. Revue francaise 
d’ études cliniques et biologiques (Rev. frang Et. clin. biol.] 
3, 33-40, Jan., 1958. 1 fig., 40 refs. 


At the Departmental Blood Transfusion Centre, Hépital 
Saint-Antoine, Paris, the serum of 200 patients who had 
received multiple blood transfusions was examined for 
the presence of agglutinins acting against leucocytes. 
This showed that the incidence of such agglutinins 
increased with the number of transfusions; for example, 
of 43 patients who had received from 3 to 7 transfusions 
only 2 had leuco-agglutinins, in contrast to 17 out of 40 
patients who had had 35 or more blood transfusions. 
There was a correlation between the development of 
erythrocyte iso-agglutinins and leucocyte agglutinins, in 
that the latter were found in 8 of the 15 patients with 
erythrocyte agglutinins, but in only 26 of 185 patients 
without them; further, erythrocyte agglutinins were 
present in 8 of 34 patients with leucocyte antibodies, but 
in only 7 of the 166 without such antibodies. 

It would therefore appear [with present-day transfusion 
techniques] that leuco-agglutinins are more common 
than erythrocyte iso-agglutinins. These bodies have 
powers of agglutination and lysis, and an opsonin-like 
action against leucocytes from another individual, but 
not (in vitro) against those of the patient; they are there- 
fore iso-immune and not auto-immune bodies. Their 
presence could not be correlated with the occurrence of 
leucopenia. Whether they cause febrile reactions during 
transfusions is still doubtful. Clinical observation of 14 
patients with leuco-agglutinins showed that 3 had reac- 
tions with each transfusion (erythrocyte incompatibilities 
being excluded and allergy and the presence of pyrogens 
being thought to be unlikely), 4 had reactions on some 
occasions only, and 7 showed no untoward reaction at 
any time. T. B. Begg 
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387. Hypoventilation Syndrome: Physiologic Studies in 
Selected Cases 

E. O. Coates, G. L. BRINKMAN, and F. E. Noe. Annals 
of Internal Medicine [Ann. intern. Med.| 48, 50-59, 
Jan., 1958. 9 figs., 17 refs. 


Hypoventilation of the lungs, producing lowered 
arterial oxygen saturation, carbon dioxide retention, and 
respiratory acidosis, may result from severe mechanical 
impairment of ventilation or depression of the respiratory 
centre by drugs, by anaesthesia, or by disease. The 
authors of this paper from the Henry Ford Hospital, 
Detroit, describe the hypoventilation syndrome in 4 
patients suffering from kyphoscoliosis, bilateral pleural 
effusions, radiation pulmonary fibrosis, and gross obesity 
respectively. They emphasize the danger of giving 
100°% oxygen, which caused reduction of ventilation in 
all 4 patients and evidence of confusion and stupor in 3, 
and also narcotics to such patients. Mechanical aids to 
respiration should be tried and early tracheotomy per- 
formed when indicated. 

[Since it is apparent that the danger of giving 100% 
oxygen or narcotics to patients with the hypoventilation 
syndrome is still not as well recognized as it should be, 
this publication of further case reports re-emphasizing 


these hazards is to be welcomed.] A. G. Freeman 
388. Properties, Function, and Origin of the Alveolar 
Lining Layer 


R. E. Pattie. Proceedings of the Royal Society. Series 
B. Biological Sciences [Proc. roy. Soc. B| 148, 217-240, 
Feb. 18, 1958. 2 figs., 24 refs. 


The problem of whether or not a pulmonary alveolar 
lining epithelium exists has long been a matter of con- 
troversy. In earlier investigations evidence as to the 
nature of the alveolar lining was obtained by studying 
the properties of foam and bubbles arising in the lung. 
It was shown that when tracheal oedema fluid was 
shaken with air the froth so obtained could be rapidly 
destroyed by silicone anti-foaming agents. The tracheal 
foam found in acute oedema of the lung and the foam 
obtained post mortem by squeezing out fresh lung tissue 
under water are both resistant to such agents. 

The present author describes experiments performed 
at the Chemical Defence Experimental Establishment, 
Porton, Wiltshire, which were designed to determine the 
properties of the bubble lining layer of tracheal and lung 
foam. Observation of bubbles shaken in distilled water 
showed that this lining was insoluble, solid, but permeable 
to air. Chemical tests showed that the lining was of a 
protein nature. A bubble in an air-saturated liquid 
contracts more rapidly, the greater its surface tension. 
On the basis of this property the surface tension of 
bubbles can be calculated. It was found that the surface 
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tension in tracheal foam may be less than 0-06 dyn. per 
cm. By weighing and microscopically measuring the 
bubbles it was shown that the protein wall was about 
50 A. in thickness. 

From these findings the author postulates that the 
bubbles of tracheal foam must have brought their protein 
lining from the site where they were last in contact witha 
solid or a highly insoluble liquid—in other words, from 
the alveolar lining of the lung. The peculiar surface 
properties of the lining layer are not present in blood or 
in tracheal mucus; it is therefore a specialized secretion 
and not a blood transudate. The fact that the pulmonary 
alveoli are lined with a layer which is capable of reducing 
the surface tension nearly to zero further explains why 
the surface tension of the sharply curved alveolar wall 
does not draw liquid from the blood into the alveoli, 
Methods for preparing atelectatic lungs in vitro and for 
producing the protein foam are described. 

D. Goldman 


389. Terminology for Measurements of Ventilatory 
Capacity. A Report to the Thoracic Society 

B. GANDEvVIA and P. HuGH-JoNnEs. Thorax [Thorax] 12, 
290-293, Dec., 1957. _ 5 refs. 


Tests of ventilatory capacity have been used for some 
years by respiratory physiologists, and are being increas- 
ingly employed by clinicians in the assessment of certain 
aspects of respiratory function and its response to treat- 
ment. Considerable confusion arises, however, from the 
multiplicity of different terms in use, many of which are 
applied to similar or identical measurements, and the 
time is clearly ripe for standardization. The following 
terms, with their definitions and abbreviations, are recom- 
mended by the Thoracic Society, after consultation with 
a number of workers in this field, for general adoption 
in Great Britain. Workers on the Continent and in the 
U.S.A. whose opinions were sought were found to be 
in general agreement. 

(1) Forced inspiratory/expiratory spirogram. (F.15./ 
F.E.S.) Spirogram of a forced, complete inspiration or 
expiration. 

(2) Forced expiratory volume, qualified by time interval 
used. (F.E.V.y) Volume of gas exhaled over a given 
time interval during a complete forced expiration. 
(Forced inspiratory volume (F.1.V.7) can similarly be used 
when inspiratory measurements are made.) 

(3) Forced vital capacity. (F.V.C.) Volume of gas 
expired after full inspiration, expiration being as rapid 
and complete as possible (that is, forced). (Inspiratory 
vital capacity (1.V.C.) can similarly be used when inspita- 
tory measurements are made.) 

(4) Percentage expired (in T seconds). (F.E.V.%) 
F.E.V.7 expressed as percentage of vital capacity. 

(5) Maximum breathing capacity. (M.B.C.) Maki 
mum volume of air which subject can breathe per minute. 
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(6) Maximum voluntary ventilation (a) no specific 
qualification, (b) qualified by “‘ free’. (Frequency to be 
indicated in ‘both cases.) ((a) M.V.V. (6) M.V.V.F 
(frequency as subscript, for example, M.V.V.60, 
M.V.V.¥F60).) Volume of air which subject can breathe 
on voluntary maximum hyperventilation for a given 


made during 15 seconds): (a) frequency controlled, 
(5) frequency uncontrolled. 

(7) Indirect maximum breathing capacity. (Ind. M.B. 
C.) Volume of air which subject can breathe in one 
minute (as predicted from F.E.V.r7). 

When the term F.E.V.% is used, eee ae, 

F. 
ously to state whether this is ——~~— ro 
capacity is measured in the patient’s own time, or whe- 


FEV. 
therit ayo The indirect M.B.C. is derived from 


the F.E.V.1.9 by multiplying by 3 5 or 37-5; the F.E.V.o.75 
by multiplying by 40. Bernard J. Freedman 


390. Long-term Tracheostomy in Extensive Bilateral 
Bronchiectasis 
R. H. Overnott and M. S. Seca. New England 


Journal of Medicine [New Engl. J. 7s 257, 1108-1111, 
Dec. 5, 1957. 6 figs. 


One of the primary aims in the treatment of cases of 
exiensive bronchiectasis in which excision is not feasible 
is the promotion of adequate bronchial drainage. The 
vaiue of tracheostomy as an aid to bronchial aspiration 
in patients with acute ventilatory insufficiency is well 
established. The present authors, in this paper from 
Tuts University School of Medicine, Boston, describe 
their experience of long-term or permanent tracheostomy 
in bronchiectatic patients with progressive cardiopul- 
monary failure, all of whom had become worse in spite 
of intensive medical treatment. The patients themselves 
carried out aspiration as often as required, using a suction 
apparatus attached to a domestic water tap. Long- 
term tracheostomy was performed in 6 cases (briefly 
described) with marked improvement in all. 


M. Meredith Brown 


391. A Trial of Penicillin and Chlortetracycline in 
Treatment of Bronchitis 

REPORT FROM THE City GENERAL —— SHEFFIELD. 
British Medical Journal (Brit. med. J.) 1, 261-263, 
Feb. 1, 1958. 8 refs. 


In a controlled trial 84 adult patients with an acute 
exacerbation of chronic bronchitis, 37 of whom had com- 
plicating pulmonary heart failure, were treated either 
with (1) sodium benzylpenicillin in doses of at least 
200,000 units 6-hourly intramuscularly for 3 days, fol- 
lowed by intramuscular injections of 600,000 units of 
procaine penicillin with 200,000 units potassium benzyl- 
penicillin, or with (2) 0-25 g. of chlortetracycline (aureo- 
mycin) by mouth 4-hourly for 3 days, followed by the 
same dose 6-hourly. The minimum duration of treat- 
ment was 10 days and treatment was changed if there was 
no clinical improvement. The patients were allocated at 
random to one or other treatment group, equal numbers 
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being treated with the two drugs. The groups were 
comparable in respect of age (average about 60), sex, 
and duration and severity of the illness. 

There were 5 deaths in each group. Cases in which 
treatment had to be changed or in which death occurred 
without change of treatment (“‘ total failures ’”?) numbered 
16 in Group 1 and 6 in Group 2. Those patients who 


_ neither died nor required a change of therapy numbered 


24 (57%) in Group 1 and 36 (86°%) in Group 2 [2 patients 
in Group 1 not being accounted for]. There were no 
significant differences between the two groups in respect 
of naked-eye appearance and daily weight of sputum, 
length of stay in hospital, or radiological appearance of 
the lungs. The average duration of fever was 6 days in 
Group 1 and 2-5 days in Group 2. Bacteriologically, 
the success of treatment was judged by comparing the 
frequency of isolation of pneumococci and Haemophilus 
influenzae in primary cultures and in secondary or later 
cultures of the sputum. Penicillin and chlortetracycline 
eliminated pneumococci equally well. H. influenzae 
persisted in the sputum of 9 and was newly acquired by a 
further 11 patients in Group 1, disappearing from the 
sputum in only 10 cases. In Group 2 on the other hand 
H. influenzae persisted in the sputum in only one case, 
while only 3 patients acquired the organism during 
treatment. Secondary infection with resistant organ- 
isms occurred in 28 cases (67°%%) in Group 1 and in 12 
(29%) in Group 2. 

It is concluded that chlortetracycline is more effective 
than penicillin in the treatment of acute exacerbations of 
chronic bronchitis and that it prevents secondary infec- 
tion with H. influenzae and other organisms more readily 
than does penicillin. Side-effects with a dosage of 
250 mg. 6-hourly are rare. K. Zinnemann. 


392. Lung Abscess 
J. A. Key and H. A. RIcHMOND. Canadian Journal of 


Surgery [Canad. J. Surg.] 1, 79-86, Jan., 1958. 2 figs., 
6 refs. 


The authors review 135 cases of abscess of the lung 
treated at Toronto General Hospital between 1943 and 
1954 and compare the results in this group with those in 
two previous series from the same hospital for the 
periods 1926-36 (98 cases), and 1933-40 (106 cases), 
reported respectively by Warner (Canad. med. Ass. J., 
1938, 38, 544) and Janes (ibid., 1942, 47, 540). In all 
three series the aetiological factors, age and sex distribu- 
tion (males predominating by 2:1), and anatomical site 
of the abscess (more frequent in the right lung) have 
remained more or less constant. The major differences 
between the groups were in the clinical presentation, 
results of treatment with the advent of antibiotics, and 
the relative incidence, which in 1943-54 fell to 0-03% of 
all hospital admissions, compared with 0-06 and 0-07°% 
in the two earlier series respectively. 

The majority of patients nowadays present with 
a vague illness of insidious onset, followed by cough, 
pleuritic pain, and some purulent sputum, the acute ful- 
minating illness with copious foetid sputum, so prevalent 
earlier, being now rarely seen. The administration of © 
antibiotics at an early stage in the illness must be regarded 
as a very important factor in this change of presentation, 
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although some alteration in the virulence of the organisms 
and increased resistance of the host may possibly play 
some part. Treatment of the patients in the earlier series 
consisted in postural drainage, bronchoscopic aspiration, 
induction of pneumothorax, and administration of a 
variety of drugs of doubtful value, while surgery was 
confined to thoracoplasty, phrenic paralysis, and external 
drainage. In the latest series medical treatment con- 
sisted in administration of antibiotics and postural 
drainage (59 patients), and surgical treatment mainly in 
rib resection and external drainage and lung resection, 


’ which were performed in approximately equal numbers 


(41 and 43 cases respectively). In general, the present 
policy is one of expectant medical treatment initially, 
supplemented by surgical intervention when medical 
treatment fails. 

Of 59 patients in the latest series treated by medical 
means alone during the 12-year period, 48°% were cured 
and 22°% died. It was notable, however, that the results 
for the 31 patients treated during the last 6 years were 
significantly better than those for the first 6 years (61% 
cured and a mortality of 10°%%, compared with 32% cured 
and a mortality of 35°% in the period 1943-8). Analysis 
of the result in 84 patients later treated surgically showed 
that of those treated by rib resection and external drain- 
age, 49°% were cured and 22% died, compared with 81% 
cured and a mortality of 14°% among those treated by 
pulmonary resection, but residual symptoms occurred in 
29% after drainage, compared with only 5% following 
resection. 

Finally, a comparison of the results in the three 
series showed that 30° were cured and 47% died in 
Warner’s group, 54% were cured and 34% died in 
Janes’s group, and 61% were cured and 21% died in the 
authors’ group. Thus the cure rate has been doubled 
and the mortality halved during recent years by the com- 
bination of modern medical and surgical treatment. 

W. P. Cleland 


393. Atypical Mycobacteria in Human Pulmonary 
Disease 

E. Nassau and G. M. Hamitton. Tubercle [Tubercle 
(Lond.)] 38, 387-396, Dec., 1957. 7 figs., 27 refs. 


From Harefield Hospital, Middlesex, the authors pre- 
sent detailed reports of 6 cases of pulmonary infection 
associated with atypical mycobacteria in the sputum 
and lung tissue. They also describe more briefly 12 
cases in which strains similar to or identical with those 
implicated in the first group were isolated from the 
sputum only. In no case was the human variety of 
Mycobacterium tuberculosis ever isolated. 

The cultural characteristics and animal pathogenicity 
of the atypical photo-chromogenic mycobacteria appar- 
ently pathogenic to man are summarized; it is emphas- 
ized that the recognition of these strains even by experi- 
enced observers is not always easy, and that the diagnosis 
of atypical mycobacterial disease will remain difficult 
until more reliable methods for the classification of the 
mycobacteria are available. All the strains studied by 
the authors showed a pattern of drug sensitivity that in 
some cases led to their recognition. All were strongly 
catalase-positive and neutral-red-negative. 
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The authors’ observations support the conclusions 
reached by Crow et al. (Amer. Rev. Tuberc., 1957, 75, 199; 
Abstr. Wid Med., 1957, 22, 210) that in man infection 
with atypical acid-fast bacilli does not carry an epidemio- | 
logical hazard comparable to that of tuberculosis. They 
are led to suppose that, under circumstances not yet 
understood, mycobacteria other than the known human 
pathogens are capable of producing, in individuals pre- 
viously sensitized to Myco. tuberculosis, localized, chronic 
disease which histologically resembles or is indistin- 
guishable from tuberculosis. The mounting number of 
reports of such cases in the literature suggests that this 
is not an uncommon occurrence. The problem of the 
classification of the mycobacteria responsible, however, 
remains unsolved—that is, whether it is a question of 
one or more distinct strains related to Myco. tuberculosis 
or of mutants which are being more frequently found 
now because of the greatly increased use being made of 
culture methods. It is suggested that the use of serology, 
phage typing, and agar diffusion techniques for the 
identification and classification of mycobacteria requires 

further study. Norman F. Smith 


394. Changes in Serum-potassium Level and in pH of 
Arterial Blood in Respiratory Acidosis 

H. P. S. Foutps, D. MENDEL, and R. R. DE Mowsray. 
Lancet [Lancet] 1, 405-409, Feb. 22, 1958. 5 figs., 
40 refs. 


The authors, writing from St. Bartholomew’s Hospital, 
London, draw attention to the increase in the serum 
potassium level and pH of the arterial blood which may 
occur in patients with chronic bronchitis and emphysema. 
The observation that in 2 such patients receiving oxygen 
therapy the serum potassium levels rose to 7-0 and 6-4 
mEq. per litre respectively led to a closer study of 8 other 
similar patients before and after the administration of 
oxygen. In one of these patients the serum potassium 
level rose from 5-1 to 7-2 mEq. per litre after 40 minutes 
of oxygen therapy, while the arterial blood pH fell from 
7-31 to 7-05 in the same time. Another patient, believed 
to be hyperventilating, showed a rise of potassium level 
from 5-1 to 5-9 mEq. per litre after 40 minutes of oxygen 
therapy, accompanied by a rise in the arterial pH; how- 
ever, none of the other 6 patients showed any significant 
change in the serum potassium level after receiving 
oxygen. 

Of 6 less severely affected patients who were given 
oxygen for 3 hours, a rise in the serum potassium level 
of doubtful significance was observed in 2. On the 
whole, high levels of serum potassium thus occurred 
only in the most seriously ill patients. Among factors 
thought to be responsible for the increase in potassium 
levels are liberation of potassium from muscles in the 
presence of increased carbon dioxide tension, hyperven- 
tilation, and impaired renal function. It is suggested 
that a rapid rise in the extracellular potassium concen- 
tration may contribute to the unexplained sudden deaths 
of patients with cor pulmonale; the liability of such 
patients to develop carbon dioxide narcosis as a result 
of intensive oxygen therapy is well known. 

Bernard Isaacs 
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295. Voice and Breathing. A Report on Some New 
Concepts 


Et. D. Freup. A.M.A. Archives of Otolaryngology 
[4.M.A. Arch. Otolaryng.] 67, 1-7, Jan., 1958. 10 refs. 


is In this critique of a new theory of vocalization put 
e forward by Piquet and colleagues (of the University of 
r, Lille) the author observes that there is nothing new in 
of tne view that vocalization is only one of the functions of 
sis tne larynx, and acomparatively recent function at that; the 
ad protective value to the lungs and the support given to the 
of thoracic muscles and shoulder action are well known. 
zy, The accepted view is that during phonation the thyro- 
he arytenoid muscle, always in tonic contraction, is made 
res tc vibrate by the column of expired air, and that pitch of 
1 tone depends on the degree of contraction. Husson 
stated that man can make noises with his larynx, “ but 
he sings and talks with his brain’’. Against the “* myo- 
of elastic’ theory Husson proposes a “ neurochronaxic, 
cerebral interpretation’. [It is not clear what is meant 
AY. by “ neurochronaxic”’ here, the accepted meaning of 
igS-5 chronaxie being that it is a measure of the excitability of 
anerve.] Husson holds that the neurorhythmic impulses 
ital, in the recurrent laryngeal nerve act on the transverse 
rum fibrils of the muscle and produce wave contractions; 
may approximation of the cords is made by the longitudinal 
ema. fibres. Laget produced vocal cord vibration in animals 
ygen by stimulating the recurrent nerve, without any air cur- 
i 64 rent. These results were confirmed in man by Moulon- 
other guct during laryngectomy carried out under local 
mn of anaesthesia. 
sium Piquet made a cinematographic film which seems to 
nutes prove that the vocal cords vibrate in the absence of an 
from exhaled air current, and that it is variation in subglottic 
lieved pressure which modifies the intensity of the sound, but 
: level is not the source of change in pitch or frequency. The 
xygen present author suggests some further implications of 
how- cerebral and mesencephalic control, eventually concluding 
ificant that there is a “‘ different physiology ” for the singing and 
eiving the speaking voice. (An editorial note to this paper 
reminds us that “* before the old concept of voice pro- 
given duction can be supplanted by so abrupt a departure as 
n level the myoelastic theory, much research must be done ”’.) 
Yn the F. W. Watkyn-Thomas 
ocurred 
factors 396. Metastasis from Glomus Jugulare Tumors. Dis- 
tassiuM cussion of Nomenclature and Therapy 
; in the BH. Rosenwasser. A.M.A. Archives of Otolaryngology 
perven: (4.M.A. Arch. Otolaryng.| 67, 197-203, Feb., 1958. 
ggested 8 figs. 18 refs. 
ye In the author’s opinion the widely accepted view that 
Of such glomus jugulare tumours are benign and do not form 
a result metastases should be carefully re-examined. Cases of 
apparent metastasis reported in the literature have in 
Iseatl the past been dismissed as due to the coincidental 
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appearance of similar tumours elsewhere. . In the past 
5 years, however, spread of these tumours to the regional 
lymph nodes, liver, lungs, and spleen has been reported, 
and the author describes 2 of his own cases in which 
associated deposits were found in the ribs and 
dorsal vertebrae. While sections of glomus jugulare 
tumours do not show the mitotic figures and cellular 
changes usually noted in malignant tumours, some of 
them are so invasive locally that they must be regarded — 
clinically as malignant. Classification into two cate- 
gories has been suggested: (a) those which remain long 
confined to the middle ear and do not destroy the tym- 
panic membrane; and (5) those which probably arise 
from glomus structures in the region of the jugular bulb 
and which later involve the middle ear, the petrous bone, 
and eventually the cranial cavity. 

The nomenclature of these tumours is somewhat con- 
fused. The author, with Otani, first described them in 
1945 as “carotid body-like ” tumours because of their 
morphological resemblance to carotid body tumours in 
the neck, but he considers the subsequent designation of 
“* glomus jugulare tumour ” to be more suitable. The 
tumours have also been called “ non-chromaffin para- 
gangliomata ”’ as they do not accept chromaffin stains 
and resemble paragangliomata, but there is no evidence 
that they have any paraganglionic or other function. 
The name “ chemodectoma” has been suggested by 
Mulligan on the assumption that the tumours arise from 
receptor cells associated with the distribution of para- 
sympathetic fibres in the adventitia of blood vessels or 
along the ganglia or branches of the ninth nerve, but: 
Gaffney has pointed out that the glomus jugulare, caro- 
tid, and aortic bodies should not be grouped with histo- 
logically similar paraganglia. Although they may be 
derived from neural crest primordia, their innervation 
seems to be mainly sensory, and neither they nor tumours 
derived from them secrete a pressor substance. Their 
function, if they have any, is probably that of chemo- 
receptors, and the tumours should therefore be regarded 
as “* receptomata ”. But until the function of glomus 
structures in the middle ear and jugular bulb area is more_ 
precisely known an accurate pathological description of 
the tumours cannot be given. 

When the tumour is small and confined to the middle 
ear the author advises treatment by early complete 
ablation. When the drum has ruptured and erosion of 
bone with suppuration has started radical mastoidec- 
tomy is indicated and, if all the tumour can be removed, 
irradiation should be avoided. If there is any doubt 
about complete removal, however, radiotherapy (prefer- 
ably cobalt beam therapy) should be used. When the 
case is seen late, with extensive erosion and cranial 
invasion, irradiation is preferred to surgery. 

[A valuable paper, which deserves most careful study.] 

F. W. Watkyn-Thomas 
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397. Changes in Body Water Compartments during the 
Course of Acute Renal Insufficiency and Their Relation to 
Water and Electrolyte Excretion 
A. P. REMENCHIK, J. A. SCHOENBERGER, and J. M. 
DyNIEWIcz. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 235, 189-200, Feb., 1958. 6 figs., 
19 refs. 


This paper from the University of Illinois College of 
Medicine, Chicago, reports observations on changes in 
the total body water (as measured by the antipyrine space) 
and the extracellular fluid volume (as measured by the 
** radiosulfate ’’ space) in 8 patients with acute renal 
failure. In the oliguric phase both volumes were in- 
creased, this being attributed to water derived from 
catabolized tissue rather than to an excessive intake of 
fluid, and in the 3 patients who survived both decreased 
significantly during recovery. During the diuretic phase 
there was some diuretic response to the administration 
of acetazolamide and of vasopressin in these 3 cases. 
The authors support [without added evidence] the view 
of Swan and Merrill (Medicine, 1953, 32, 215) that the 
polyuria of the diuretic phase of acute renal failure repre- 
sents only the release of previously retained water and 
electrolyte. They suggest that “ supplemental electro- 
lytes should be administered only on clinical indication 
during the diuretic phase”’. [This practical advice can 
presumably be based only on observations made on the 3 
patients who recovered; this seems to the abstracter to 
be insufficient grounds on which to challenge the view of 
Bull and his colleagues that special attention must be 
paid to electrolyte deficits in the diuretic phase.] 

D. A. K. Black 


398. A Study of Magnesium Metabolism in Acute Renal 
Failure Employing a Multichannel Flame Spectrometer 
W. E. C. Wacker and B, L. VALLEE. New England 
Journal of Medicine [New Engl. J. Med.) 257, 1254-1262, 
Dec. 26, 1957. 4 figs., 26 refs. 


At Harvard Medical School the authors have studied 
magnesium metabolism and serum magnesium levels by 
means of the flame spectrophotometric method of Vallee 
and Margoshes (Anal. Chem., 1956, 28, 175). In 14 
healthy control subjects these were shown to range from 
1:75 to 2:56 mEq. (mean 2:05+0-18 mEq.) per litre and 
had a gaussian distribution. In 9 patients in the oliguric 
phase of acute renal failure the serum magnesium level 
was markedly raised (range 2-9 to 4-81 mEq. per litre), 
this rise paralleling the rise in serum potassium level 
except in one patient whose serum magnesium level 
was disproportionately increased. Measurements in 2 
patients before and after treatment by dialysis showed 
that the serum magnesium content had fallen, but not 
to the level in the dialysing fluid, owing presumably to 
the fact that a considerable proportion of serum mag- 
nesium is bound to protein. These 9 oliguric patients 
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all showed electrocardiographic changes, with peaking 
of the P wave due to the raised serum potassium level in 
6 cases. Of 2 patients with first-degree atrio-ventricular 
block, the P-R interval decreased in one during dialysis, 
along with a fall in the serum magnesium level, whereas 
the serum potassium level remained unchanged. The 
other patient had a prolonged QRS interval of 0-12 
second, which, however, returned to normal during 


‘dialysis, along with a fall in the serum potassium and 


magnesium levels. Finally 2 patients in the diuretic 
phase of acute renal failure had low serum magnesium 
levels of 1-3 and 1-5 mEq. per litre. The authors remark 
that while prolonged conduction times in the electro- 
cardiogram could reasonably be attributed to magnesium 
intoxication, it was difficult te relate clinical disturbances 
in the neuromuscular system to altered levels in the 
serum magnesium content. K. G. Lowe — 


399. Survival in a Group of Steroid-treated Nephrotic 
Children. Preliminary Report 

E. C. Burke. Proceedings of the Staff Meetings of the 
Mayo Clinic [Proc. Mayo Clin.] 33, 12-18, Jan. 8, 1958. 
9 refs. 


At the Mayo Clinic between January, 1953, and August, 
1957, 79 children in whom the nephrotic syndrome had 
been diagnosed were treated according to the following 
regimen. In the presence of gross oedema corticotrophin 
was given initially for 8 to 10 days in a dosage of 150 mg. 
per square metre body surface daily. After the patient 
was discharged treatment was continued on an out- 
patient basis with cortisone (100 mg. daily) or prednisone 
(20 mg. daily) on 3 successive days a week for 6 weeks, 
or longer if proteinuria persisted. When proteinuria 
recurred treatment with these drugs was resumed and 
was continued until proteinuria had been absent for 4 
weeks. Penicillin in a dosage of 100,000 to 200,000 units 
daily by mouth was given indefinitely. Full activity was 
allowed, and the patient’s diet was normal except for the 
exclusion of salty foods or extra salt. Follow-up in- 
vestigation of 61 patients 19 to 55 months after admission 
to hospital showed that 13 had died, 26 had neither 
proteinuria nor oedema, 17 had some proteinuria but no 
oedema, and 5 had both proteinuria and oedema. 
Necropsy in 8 of the 13 fatal cases revealed chronic 
glomerulonephritis, death being due to renal failure 
rather than infection. The commonest cause of recur- 
rence of proteinuria and oedema was upper respiratory 
infection, and the author emphasizes the need for an 
effective, reaction-free, common cold vaccine in these 
patients. He states that the report is a preliminary one, 
and that it will be necessary to extend the survival study 
to 20 years before a comparison can be made between the 
results in steroid-treated patients and those in patients 

treated before the introduction of steroids. 
K. G. Lowe 


él 
er 
fi 
Sti 
| nc 
| su 
sic 
i ge: 
an: 
ap} 
giv 
anc 
acti 
| fact 
fasi 
par. 
diff 
4 app 
nori 
| of ¢ 
bete 
slow 
In ¢ 
coul 
\ ance 
\ gene 
aden 
401. 
W. C 
| How 
: 24, 2: 
A] 
4 gressi 
occas 
thyro 
tions 
prom] 
adeno 
| the th 
2 how 


400. A Contribution to the Electroence 


Phalographic 
Study of Endocrine Syndromes. (Contribution a l’étude 


électroencéphalographique des syndromes endocriniens) 
F. THIEBAUT, R. ROHMER, and A. WACKENHEIM. Electro- 
evcephalography and Clinical Neurophysiology [Electro- 
exceph. clin. Neurophysiol.] 10, 1-30, Feb., 1958. 11 
fizs., bibliography. 


From a total of almost 40,000 electroencephalographic 
(EEG) tracings taken at the Neurological Clinic of the 


’ University of Strasbourg the authors have selected for 


sti.dy all those from patients with proven endocrine dis- 
or:lers. The EEG changes occurring during attacks of 
hysoglycaemia provoked by the injection of insulin in 
normal subjects were very variable; records from some 
su jects showed remarkably little change despite a con- 
siderable fall in the blood sugar level, while others showed 
generalized slow activity after a slight reduction only. In 
ps chiatric patients receiving repeated insulin treatment 
and in patients with hyperinsulinism, on the other hand, 
two types of change associated with hypoglycaemia could 
be distinguished: (1) diffuse slow activity which dis- 
appeared immediately upon administration of sugar; 
ani (2) similar appearances which were unaffected by 
giving sugar. The latter type usually indicated severe 
and persistent cerebral damage. 

The EEG in cases of myxoedema showed excessive slow 
activity, while in hyperthyroidism an unusual amount of 
fact activity and occasional paroxysms of generalized 
fas. activity were seen. In cases of tetany due to hypo- 
parathyroidism severe abnormalities, again consisting of 
diffuse slow activity, were often observed, but dis- 
appeared when the serum calcium level returned to 
normal. Changes in the EEG were inconstant in cases 
of Cushing’s syndrome, Froéhlich’s syndrome, and dia- 
betes insipidus, but in Addison’s disease an excessive 
slow response to overbreathing was commonly observed. 
In cases of acromegaly there were no changes which 
could be correlated directly with the endocrine disturb- 
ance, but increasing abnormality of the record was 
generally found to indicate enlargement of the pituitary 
adenoma. John N. Walton 


401. Hypercalcemic Crisis Due to Hyperparathyroidism 
W. C. THomas, J. G. WIswELL, T. B. Connor, and J. E. 
HowARD. American Journal of Medicine [Amer. J. Med.} 
24, 229-239, Feb., 1958. 4 figs., bibliography. 


A potentially fatal course characterized by rapidly pro- 
gressive nausea, vomiting, lethargy and azotemia is 
occasionally encountered in patients with hyperpara- 
thyroidism. Three such patients having these manifesta- 
lions are reported. In two, recognition was sufficiently 
Prompt, and an emergency removal of a parathyroid 
adenoma resulted in a successful outcome in each. In 
the third patient the correct diagnosis was suspected only 
2 hours before death. 
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Similar clinical manifestations occur with marked 
hypercalcemia of any etiology. Although the patho- 
genesis of this syndrome is not clearly understood, 
successful treatment seems dependent on prompt reduc- | 
tion of the high serum calcium concentrations.— 
[Authors’ summary. ] 


THYROID GLAND 


402. Thyroid Function in Subacute Thyroiditis 

R. Voip, M. W. JoHNsTon, and N. Huser. Journal of 
Clinical Endocrinology and Metabolism [J. clin. Endocr.] 
18, 65-78, Jan., 1958. 4 figs., 16 refs. 


At Toronto General Hospital the disturbance in 
thyroid function was followed during the course of sub- 
acute thyroiditis in 56 patients, all of whom presented 
with an enlarged, tender thyroid gland, and in the very 
severe cases generalized symptoms of hyperthyroidism in 
addition. The latter group, consisting of 11 patients, 
initially showed high serum protein-bound iodine (P.B.I.) 
values, a very low thyroid uptake of radioactive iodine 
(131]), and a high basal metabolic rate. The P.B.I. value 
slowly fell to normal and there was then a transient 
euthyroid phase (often short-lived), followed by a phase of 
hypothyroidism, with low P.B.I. values and increasing 
uptake of 131I until finally full recovery was achieved. 
The moderately severe cases (15) also passed through 
the initial acute phase, but then proceeded to recovery 
without exhibiting any symptoms of hypothyroidism. 
In the remaining 30 patients who had only mild symp- 
toms the P.B.I. value was usually normal, but thyroid - 
uptake of 131] was depressed in all but 3, while systemic 
symptoms were either mild (21 cases) or absent (9 cases). 
In 17 out of 24 patients the acute phase was appreciably 
shortened by x-ray therapy or cortisone (3 cases), but 
hypothyroidism was not prevented. The follow-up data 
were insufficient to indicate whether the total course 
of the condition was shortened by the treatment given. 

F.. W. Chattaway 


403. Thyroid Function and the Metabolism of Iodine in 
Patients with Subacute Thyroiditis 

S. H. INGBAR and N. FREINKEL. A.M.A. Archives of 
Internal Medicine [A.M.A. Arch. intern. Med.} 101, 339- 
346, Feb., 1958. 23 refs. 


The authors have studied 8 women and 2 men suffering 
from subacute (giant-cell) thyroiditis of recent onset. - 
Thyroid metabolism and function were studied before 
and after therapy by estimations of the basal metabolic 
rate (B.M.R.), the uptake of radioactive iodine (131]), 
the serum concentration of butanol-extractable 131] 
(B.E.131]), and the serum precipitable stable iodine 
(P.B.127]) level. Eight patients were treated with x-rays, 
one with intramuscular injections of cortisone, and an- 
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other with thyroid stimulating hormone. Each regimen 
resulted in remission of symptoms. The average B.M.R. 
fell from +14 to +2% after therapy; serum P.B.!27I 
values varied widely from 2-7 yg. to 16-2 wg. per 100 ml.,. 
but became normal in all patients after therapy. All 
patients showed a negligible or markedly diminished 
uptake of 131] before treatment, all subsequently returning 
to normal. Abnormalities were found in the values for 
B.E.131] in the serum before therapy in that not only was 
the 24-hour greater than the 72-hour concentration (the 
reverse of normal), but also maximum absolute values 
were equal to, or greater than, normal, despite the 
markedly reduced thyroid uptake of !3'J. 

From these results the authors put forward a theory 
that during subacute thyroiditis there is a considerable 
reduction of hormonal synthesis by the thyroid together 
with a loss of its capacity for storage. As a consequence 
a variety of iodinated proteins, proteoses, peptides, and 
amino-acids pass into the circulation. Their widely 
differing properties account for the seemingly paradoxical 
divergences from normality of the various tests of thyroid 
function. The efficacy of radiotherapy in the disease 
is emphasized. J. Warwick Buckler 


404. The Electromyogram in Myxedema 

S. S. WALDsteEIN, D. Bronsky, H. B. SHrirTer, and Y. T. 
Orster. A.M.A. Archives of Internal Medicine [A.M.A. 
Arch. intern. Med.| 101, 97-102, Jan., 1958. 1 fig., 
11 refs. 


The study here reported from Cook County Hospital, 
Chicago, was designed to determine whether the abnor- 
mally delayed tendon reflexes found in myxoedema are 
associated with any abnormality of the intrinsic electrical 
properties of the neuromuscular apparatus that can be 
detected in the electromyogram. Investigations were 
carried out on 20 consecutive patients with frank myx- 
oedema, all of whom showed delayed relaxation of the 
biceps brachialis tendon reflex, before or shortly after 
the institution of appropriate therapy and again on 6 of 
them after treatment, while 6 patients with severe thyro- 
toxic myopathy were studied for comparison. The 
authors used an electromyograph with an oscilloscope 
screen and a loudspeaker to monitor muscle potentials. 
A monopolar needle exploring electrode was inserted 
into the muscle to be examined and the indifferent 
electrode, a metal plate, placed on the skin directly over 
it. The technique of exploration is described. 

No single characteristic electromyographic abnormality 
was detected, but in 16 out of the 20 cases examined two 
or more of the following abnormalities were observed: 
(a) polyphasic action potentials; (6) hyperirritability; 


- (c) repetitive discharge after reflex activity; (d) low-volt- 


age action potentials of short duration. After treatment 
the findings tended to revert towards normal. The 6 
patients with severe thyrotoxic myopathy did not show 
these changes. 

The authors discuss their results and consider them to 
be in keeping with the concept that the thyroid hormone 


acts at the neuromuscular junction to regulate motor-- 


unit discharge in a normal synchronous manner with 
discharge ef normal numbers of fibres, resulting in a 
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405. The Plasma Proteins in Thyroid Disorders 


normal contraction pattern for the composite muscle. 
They also regard the electromyogram in myxoedema as 
sufficiently characteristic to be useful in diagnosis. 

Kenneth Tyler 


R. Greene, D. C. MorGan, and R. Birp. Journal of 
Clinical Endocrinology and Metabolism [J. clin. Endocr.} 
18, 99-108, Jan., 1958. 9 figs., 18 refs. 


The serum proteins of 246 patients and controls 
attending a thyroid clinic at New End Hospital, London, 
were examined by flocculation tests and by paper electro- 
phoresis. The series included 8 cases of Hashimoto’s 
disease, this being defined as the condition in which 
almost all normal thyroid tissue has been replaced by a 
mixture of lymphadenoid tissue and Hiirthle cells, with 
accompanying fibrosis and low storage of colloid. The 
colloidal gold test was found to be the most satisfactory 
of several such tests employed and proved a fairly 
reliable criterion for the identification of Hashimoto’s 
disease, other abnormalities having been excluded. In 
this disease the serum albumin fraction was decreased 
and the y-globulin fraction increased, whereas in hypo- 
thyroidism due to other causes the y-globulin value was 
normal and the $-globulin level raised. The serum pro- 
tein pattern of Hashimoto’s disease showed close simi- 
larity to that seen in hepatitis. The authors do not 
consider that the primary factor in Hashimoto’s disease 
is a failure of the thyroid cells, and thus cannot accept 
the hypothesis of primary thyroxine deficiency put for- 
ward by Skillern et al. (J. clin. Endocr., 1956, 16, 35; 
Abstr. Wid Med., 1956, 20, 134). =F. W. Chattaway 


406. Basal Metabolic Rate in Thyrotoxicosis 
J. Crooks, I. P. C. Murray, and E. J. Wayne. Lancet 
[Lancet] 1, 604-607, March 22, 1958. 1 fig., 23 refs. 


In this paper from the Western Infirmary, Glasgow, is 
presented an assessment of the value of two methods of 
determinating the basal metabolic rate (B.M.R.)—that 
of Aub and Du Bois and that of Robertson and Reid— 
in the diagnosis of thyrotoxicosis. A total of 209 patients 
were studied, all B.M.R. estimations being carried 
out by the same technician under standard conditions. 
The patients were admitted to hospital, and the estima- 
tion was carried out in duplicate on 2 successive days 
12 hours after sedation with 200 mg. of butobarbitone, 
the lowest of the 4 values being accepted. 

In 116 cases the initial diagnosis was definite on clinical 
grounds, 81 being toxic and 35 non-toxic. In this group 
both methods gave highly accurate results, 95°%% being 
correct by the Robertson and Reid method, and 93% 
by the Aub and Du Bois method, taking +10% as the 
critical value. The proportion of correct diagnoses by 
the latter method fell to 87°% and 79% respectively when 
+15% and +20% were accepted as the upper limit of 
normal. In 93 patients the diagnosis was in doubt, 
and studies with radioactive iodine were employed to 
clinch it, 55 patients being found to be toxic and 38 non- 
toxic. In this group the Robertson and Reid method 
gave 80°% of correct diagnoses, as against 70%, 63%, and 
56% respectively for the Aub and Du Bois method using 
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the +10%, +15%, and +20% criteria. Ten thyro- 


toxic patients had a B.M.R. which was normal as mea- 

sured by the Robertson and Reid method. Treatment 

with radioactive iodine, methylthiouracil, or potassium 

perchlorate rendered them clinically euthyroid in from 

6 to 20 weeks, when a repeat estimation of the B.M.R. 
s showed a fall of from 8% to 35% as compared with the — 
previous level. 

The implications of this investigation are discussed, it 
ols being particularly pointed out how the selection of cases 
on, a‘Tects the degree of diagnostic accuracy achieved. 
H. F. Reichenfeld 
0's 
ich 497. Changes in the Thyroid Gland of Animals under the 
ya Influence of Méercazolyl. (HsmeHeHue 
vith HKHBOTHBIX MOM 
The 0. T. Zuxova. podneme u Dopmo- 
Ory [Probl. Endokr. Gormonoter.] 4, 72-78, No. 1, 
ny Jen.—Feb., 1958. 8 figs., 10 refs. 
= Antithyroid substances have found wide employment 
sed in the treatment of thyrotoxicosis. Thiouracil and its 
Do- derivatives, while effective in relieving the symptoms of 
was th.s condition, are liable to produce enlargement and 
Dro- increased vascularity of the thyroid gland. Méercazolyl 
imi- (1-methyl-2-mercatoimidazole) is said to be free from 
not these drawbacks. 
ease <xperiments on rats showed that whereas 6-methyl- 
cept thiouracil increased the average weight of the thyroid 
for- from 22 mg. to 56-6 mg. per 100 g. body weight, merca- 

35; zo'yl increased it only to 29-8 mg., or if administered 
ay together with potassium iddide to 27-8 mg. per 100 g. 
No dilatation or proliferation of the blood vessels of the 
gland was produced by mercazolyl alone. The average 
height of the follicular epithelium increased from 7:9 yu 
uncet @ to |2-3 w in the rats treated with mercazolyl, whereas in 
S. the animals treated with 6-methylthiouracil it increased 
w,is § t0!6-9u. Aseries of eight photomicrographs illustrating 
ds of @ the changes in histological appearance of the glands and 
that @ in the distribution of colloid and the degree of vascular 
eid— @ engorgement as a result of administration of the two 
tients @ drugs are reproduced. 
rried [Mercazolyl appears to be similar in chemical structure 
tions. ™@ (0 methimazole.] L. Firman-Edwards . 
tima- 
days @ 408. Critical Evaluation of Aspiration Biopsy in the 
itone, @ Diagnosis of Tumors of the Thyroid 
W. RuDowsKI. American Journal of Surgery [Amer. J. 
jinical @ Surg.] 95, 40-44, Jan., 1958. 4 figs., 6 refs. 
group The results of aspiration biopsy carried out on 150 
Ys patients with thyroid swellings at the Central Out- 
rt patients’ Clinic for Thyroid Disease, Warsaw, are 
as r reviewed. The biopsy, termed “ oligobiopsy ”’, is per- 
geo formed with a large needle and 20-ml. syringe under 1% 
fie of procaine. It is regarded as better than drill biopsy 
ioubt, because no skin incision is necessary, and better than 
ved: t0 punch biopsy as causing less damage to the tissues. 
: i Another advantage claimed for the method is that it 
thod facilitates priority of admission for patients with malig- 
” and oo" growths. Of the present series a definite diagnosis - 
1 sins was made in 74 cases (49°%) and an erroneous one in 


only 3 (2%); in 50 cases (33°) a tentative diagnosis was 
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possible, and in the remaining 23 (15-3°%) the material 
was inadequate to establish a diagnosis. Dissemination 
of carcinoma as a sequel of biopsy is not regarded as 
a risk, as adequate treatment is instituted as soon as the 
diagnosis is made. 

[This method is not likely to appeal widely in Great 
Britain, where beds can readily be made available for 
definite treatment of a thyroid swelling of doubtful 
nature. The very low incidence of thyroid carcinoma 
in nodular goitre must also be borne in mind.] 

Guy Blackburn 


409. Carcinoma of the Thyroid. Review of Sixty-four 
Cases 

J. B. Jay, B. G. Streete, and R. T. GANtTs. American 
Journal of Surgery [Amer. J. Surg.] 95, 45—5S0, Jan., 1958. 
1 fig., 15 refs. 


In this paper are analysed 64 cases of thyroid carcinoma 
treated at the Walter Reed Army Hospital, Washington, 
D.C., between 1945 and 1953. Although during this 
period twice as many males as females were admitted to 
the hospital, 30 of the 64 patients were females. In 36 
cases (56%) the lesion consisted of a solitary nodule 
either in’ the thyroid alone or associated with cervical 
metastases, and none of the patients had multiple nodules 
in the gland. In 13 cases (20%) the patient was not 
aware of the thyroid or cervical node enlargement, and 
only one patient had toxic symptoms, which were 
questionable and probably psychogenic. Rapidly grow- 
ing lesions proved suspicious, and papillary lesions 
accounted for 41 and follicular lesions for 18 cases. 

The trend of treatment in the more recent cases has 
been in favour of total thyroidectomy with ipsilateral 
block dissection. Spread to the contralateral lobe was 
found in 14 cases (21-8°%) of the series. In 38 cases 
(58°%) cervical metastases were present on admission; 
in 42 of 48 cases subjected to radical neck dissection 
lymph nodes were involved. A suprahyoid type of radi- 
cal neck dissection as described by Martin is advocated, 
and emphasis is laid on the value of tracheotomy as a tem- 
porary prophylactic measure in patients subjected to 
total thyroidectomy and radical neck dissection in one 
stage. Guy Blackburn 


410. The Use of .-Triiodothyronine as a Pituitary 
Depressant in the Management of Thyroid Cancer 

C. G. Tuomas. Surgery, Gynecology and Obstetrics 
[Surg. Gynec. Obstet.] 106, 137-144, Feb., 1958. 8 figs., 
7 refs. 

The suppression of thyrotrophin secretion is a rational 
treatment of inoperable thyroid cancer. Such sup- 
pression by the administration of dried thyroid or thyro- 
xine has been shown to lead to clinical improvement in 
certain cases, with inhibition of tumour growth or re- 


gression of primary tumour and metastases (Thomas, 


J. clin. Endocr., 1957, 17, 232). 

In the present paper from the University of North 
Carolina, Chapel Hill, the advantages of L-triiodothyro- 
nine as the thyrotrophin suppressant are considered. 
The chief advantage is that this compound is only 
weakly bound to plasma proteins and is consequently 


134 


rapidly distributed into the tissues and contributes only 
minimally to the plasma protein-bound iodine. Thus 
the efficacy of the treatment in suppressing thyrotrophin 
secretion can be evaluated by determination of the pro- 
tein-bound iodine level, which is not the case when 
thyroxine or dried thyroid is given. 

Ten patients at the North Carolina Memorial Hospital 
have been treated with 50 to 300 yg. of triiodothyronine 
daily for periods up to one year. Clinical results are 
tabulated; they compared favourably with those of the 
other forms of suppressant treatment. Measurements of 
protein-bound iodine in the plasma, of radioactive iodine 
uptake, and of radioactive phosphorus incorporation 
showed that thyrotrophin secretion was effectively 
suppressed. Peter C. Williams 


ADRENAL GLANDS 


411. Studies in Cushing’s Syndrome. I. Observations 
on the Response of Plasma 17-Hydroxycorticosteroid 
Levels to Corticotropin 
N. P. Curisty, D. LONGSON, and J. W. JAILER. American 
Journal of Medicine [Amer. J. Med.] 23, 910-916, Dec., 
1957. 3 figs., 28 refs. 


The nature of the primary lesion in Cushing’s syndrome 
associated with bilateral adrenocortical hyperplasia has 
never been satisfactorily defined. Working at the Pres- 
byterian Hospital, New York, the authors have studied 
this problem by observing the rise in 17-hydroxycortico- 
steroid excretion after a 4-hour standardized infusion of 
ACTH (corticotrophin). In 16 out of 17 cases the rise 
was almost double that occurring in normal subjects; 
in the one remaining patient such abnormal response 
occurred only after the third test. In both of 2 subjects 
tested injected cortisone disappeared at the normal rate. 
In 6 patients investigated after undergoing unilateral 
adrenalectomy the same results were obtained, demon- 
strating that adrenal mass per se is unimportant. After 
removal of 90 to 95% of adrenal tissue a subnormal 
response was obtained in all of 6 such cases. After the 
administration of 30 to 50 mg. of prednisone daily for 
4 to 8 days to 6 patients the rise in excretion in response 
to ACTH was still abnormal, but less so than before 
prednisone was given. (The effect of prednisone in nor- 
mal subjects is to suppress the adrenocortical response 
to exogenous ACTH, the plasma level of the cortico- 
steroid being subnormal.) Of 8 patients who were tested 
before and after treatment by irradiation of the pituitary 
gland, the response to ACTH fell to normal in 3 as clinical 
remission occurred, but in 3 others who continued to 
show evidence of excessive adrenocortical activity the 
response did not become normal; in the other 2 patients, 
who were in prolonged clinical remission after the x-ray 
therapy, the response was normal. 

The authors point out that an abnormal response to 
exogenous ACTH does not infallibly exclude an adrenal 
tumour, one of 4 of their patients with proven adrenal 
carcinoma showing an abnormal response. Finally, they 
report that in 13 out of 128 patients severely ill with 
chronic disease abnormal responses comparable with 
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those in patients with adrenal hyperplasia were obtained, 
but no satisfactory explanation of this finding can be 
offered at this time. A. Gordon Beckett 


412. Pitfalls in the Diagnosis of 

G. B. Hutcuison, J. A. Evans, and D. C. Davipson. 
Annals of Internal Medicine [Ann. intern. Med.) 48, 
300-309, Feb., 1958. 1 fig., 11 refs. 


During the past 10 years only 13 cases of phaeochro- 
mocytoma have been diagnosed definitely at operation 
or at necropsy at the Lahey Clinic, Boston. To-illustrate 
the many difficulties encountered in the diagnosis of this 
condition the authors review these cases together with a 
series of 75 consecutive cases of hypertension in which 
the possibility of phaeochromocytoma was excluded by 
screening tests. In 10 of the 13 proved cases the classic 
symptoms were present and in the rest diagnosis was made 
at operation or necropsy. Nine of these cases had associ- 
ated diabetes and 5 a hypermetabolic state simulating 
hyperthyroidism. 

Of the various tests available for screening purposes, 
the authors now use primarily one provocative test, with 
** mecholyl ” (methacholine) injected subcutaneously, and 
one blocking test, with “‘ regitine ’’ (phentolamine) in- 
jected intravenously, the histamine test being used less 
frequently as it is found to give too many false positive 
results. They emphasize that the administration of 
rauwolfia products may interfere with the reliability of 
the phentolamine test, giving false positive results in 
cases of hypertension which may lead to unnecessary 
pneumography exploration. Moreover, the 
phentolamine test, performed on 4 of their proved 
cases, gave a true positive result in 2 and a false 

negative result in the other 2. Thus although in the 
absence of rauwolfia therapy no false positive results 
were obtained in their series of 75 cases of hypertension, 
the occurrence of false negative results makes this test 
unreliable for screening purposes. Similarly, although 
the authors have obtained no false positive results with 
the methacholine test, the result was negative in 3 out of 
7 proved cases of phaeochromocytoma. 


C. L. Cope 


413. The Response of Urinary 17-Hydroxycorticoids to 
Corticotrophin Zinc as a Test of Adrenal Cortical Function 
J. S. Jenkins. Journal of Clinical Pathology {J. clin. 
Path.} 11, 78-81, Jan., 1958. 2 figs., 13 refs. 


Among the various ways of assessing adrenal cortical 
function are: (1) measurement of the fall in the eosino- 
phil count after a single injected dose of corticotrophin; 
(2) determination of urinary 17-ketosteroid excretion 
before and after corticotrophin administration; and (3) 
determination of urinary 17-hydroxycorticoid excretion 
before and after an intravenous infusion of corticotro- 
phin. This last method seems to give the most direct 
measure of adrenal cortical function, but the prolonged 
intravenous infusion of corticotrophin necessary. is in- 
convenient. Recently an aqueous suspension of corti- 
cotrophin and zinc phosphate has been found to havea 
prolonged stimulatory effect on the adrenal cortex, and 
this paper from St. Bartholomew’s Hospital, London, 
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1, reports the successful use of this compound in function 
ye tests. The test was carried out as follows. A control 
24-hour specimen of urine was collected and 40 units of 
corticotrophin-zinc injected at 9 a.m. and 9 p.m. on the 
following day, urine being collected on that day and the 
2 next. Urinary 17-hydroxycorticoids were estimated by 
8. the method of Reddy et al. (Metabolism, 1954, 3, 489) 
p and urinary 17-ketosteroids by the standard Medical 
Research Council method. 
‘O- In 24 normal subjects a marked rise in urinary 17- 
on hydroxycorticoid excretion occurred after corticotrophin 
ate administration, there being a less marked rise in 17-keto- 
his steroid excretion and a fall in the eosinophil count. In 
1a 2 cases of Addison’s disease there was no significant 
ich 1esponse, but patients with hypopituitarism responded to 
by the stimulus, although in one instance the response was 
SIC celayed for a day. Two cases of Cushing’s syndrome 
ade also showed a considerable response to this test, indicat- 
aCi= ing that the already hyperplastic adrenal cortex could be 
Ing s'imulated still further by corticotrophin. The author 
concludes that the above test is a satisfactory means of 
Ses, differentiating between normal and abnormal function 
the adrenal cortex. Nancy Gough 
The Possibility of Utilizing Androgens and Oestro- 
‘tive gens in the Biosynthesis of Adrenal Corticosterones. 
(O BO8MO>KHOCTH HCNONb3OBAHHA AHAPOTeHOB H SCTPO- 
y of T-HOB B 6HOCHHTeE3€ TOPMOHOB KOPbI 
N. A. Jupaev and K. V. Druzmina. 
sary SxHOoKpunonozuu u Topmonomepanuu [Probl. Endokr. 
the Gormonoter.] 4, 21-28, No. 1, Jan.—-Feb., 1958: 17 refs. 
oved In addition to the corticosterones the adrenal cortex 
false synthesizes androgens and, to a certain extent, oestrogens, 
1 the which in some pathological conditions may be stored in 
sults considerable quantities. The corticosterones contain 21 
sion, atoms of carbon, the androgens 19, and the oestrogens 
5 test 18. Convincing evidence has been provided by Hech- 
ough ter and Pinkus of the possibility that cholesterol is con- 
with vertible into corticosteroids, while the present authors 
yut of have already shown that dehydroisoandrosterone can 
serve as substrate in the synthesis of corticosteroids. It 
ope is therefore reasonable to expect that other steroids with 
19 carbon atoms could be converted into corticosterones 
jids to with 21. 
nction In experiments designed to explore this possibility 
. clin. guinea-pigs (10 in each experiment) were killed and their 
adrenal glands removed and placed on ice—one from 
ortical each animal being used for the test and the other serving 
osino- as control. Slices of the test glands were then incubated 
ophin; in a medium containing androgens or oestrogens, while 
sretion control slices were incubated in the same medium without 
nd (3) such additions. (The medium consisted of Krebs— 
cretion Ringer—bicarbonate solution, at a pH of 7:3, excluding 
icotro- calcium chloride, but with the addition of sodium 
direct fumarate (0-06%) and magnesium chloride (0-006°%).) 
longed After incubation for 3 hours in an atmosphere of 95% 
is in  OXYgen and 5% carbon dioxide at 37°C., the steroids 
f corti: “ere extracted and estimated by Bush’s method. It 
havea j@ as found that slices of adrenal gland incubated with 
ex, and | @drostenedione contained double the amount of hydro- 
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cortisone found in the control slices. Testosterone was changes. The irreversible changes in the conjunctival 
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ineffective as a substrate, but the addition of andro- 
sterone to the medium produced an even greater syn- 
thesis of hydrocortisone, the test slices containing up to 
treble the amount present in the controls. Ocestrone was 
as effective as androstenedione and oestradiol rather less 
so. Incubation with adrenosterone caused no increased 
production of hydrocortisone, but doubled that of corti- 
sone. From the lower efficacy of oestradiol and testo- 
sterone as substrates it is concluded that the presence of 
the 17-ketosteroid group is of great importance for the 
transformation of oestrogenic or androgenic steroids 
into corticosteroids. L. Firman-Edwards 


DIABETES MELLITUS 


415. Optic Atrophy and Nerve Deafness in Diabetes 
Mellitus 

D. A. SHAW and L. J.P. DUNCAN. Journal of Neurology, 
Neurosurgery, and Psychiatry [J. Neurol. Neurosurg. 
Psychiat.) 21, 47-49, Feb., 1958. 9 refs. 


The literature concerning a possible aetiological 
relationship between diabetes mellitus and optic atrophy 
is reviewed. Such a relationship is not, the authors 
state, now generally accepted. The development of both 
optic atrophy and diabetes in two or more members of a— 
family is therefore of interest, and reference is made to 
three such families reported in the literature. The pre- 
sent paper reports a fourth family in which diabetes 
mellitus and optic atrophy have been found in associa- 
tion and in which more than one generation is involved. 
It is pointed out that the coexistence of diabetes and optic 
atrophy in the same patient need not imply a common 
cause, and it is not suggested that the ocular or auditory 
lesions are the consequence of the altered metabolism of 
diabetes. Of the 3 members of the family described 
(2 sisters and a niece), diabetes mellitus, bilateral optic 
atrophy, and bilateral nerve deafness were found together 
in 2 cases, and diabetes and nerve deafness with normal 
vision in the third case. With the exception of one male 
relative with diabetes, there was no history of diabetes 
mellitus, optic atrophy, or nerve deafness in other mem- 
bers of the family. J. R. Hudson 


The Bulbar Conjunctival Vascular Bed in Diabetic 
Children. [In English] 

J. Dirzet and J. Duckers. Acta paediatrica [Acta 
paediat. (Uppsala) 46, 535-552, Nov., 1957. 12 figs., 
16 refs. 

The authors used a stereoscopic dissecting microscope 
to study the small blood vessels of the bulbar conjunctiva 
in diabetic children, who were chosen so as to show the 
effect of diabetes in purest form without the vascular 
changes of advancing age, 70 diabetic children being 
examined and compared with 70 non-diabetic children. 
The conjunctival vessels of the diabetic subjects showed 
changes which differed quantitatively and qualitatively 
from those of the non-diabetic controls. Reversible 
changes in the form of venular distension and arteriolar 
narrowing appeared to precede irreversible degenerative 
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vascular bed were found to increase with the duration of 
diabetes. This suggests that the changes in the con- 
junctival vessels may be related to the changes in the 
retinal vessels, which are also related to the duration of 
the disease. K. O. Black 


417. Pharmacology and Mode of Action of the Sul- 
phonylureas in Man 

J. M. Stowers, R. F. MAHLER, and R. B. HUNTER. 
Lancet [Lancet] 1, 278-283, Feb. 8, 1958. 6 figs., 31 refs. 


Blood levels, distribution in body compartments, and 
possible mode of action of the sulphonylureas carbuta- 
mide and tolbutamide were investigated at Queen’s 
College, Dundee. Following a 3-g. dose of each drug 
the half-lives of tolbutamide and carbutamide were 4 
hours and 33 hours respectively. Further studies 
showed restriction of tolbutamide to the extracellular 
fluid compartment, it being thus distributed in a volume 
representing 15 to 25°% of body weight. No hepatic 
concentration of tolbutamide was found, and a blood-— 
cerebrospinal-fluid barrier was demonstrated. Twenty- 
four hours after the administration of a single dose 
10 to 28% of the drug was found in the plasma as the 
inactive carboxylic ester. 

Two hypothetical modes of action of the sulphonyl- 
ureas were also investigated—the stimulation of insulin 
production by the pancreas and decrease of glucose out- 
put from the liver. Two groups of diabetics, one stable 
and one unstable, were used in this study. In the first 
group insulin production was assessed by estimating the 
difference in capillary and venous blood sugar levels and 
the fall in serum inorganic phosphorus and serum 
potassium levels. No evidence of increased insulin pro- 
duction was found following administration of tol- 
butamide. In the second group both drugs lessened the 
variations in blood sugar levels in 8 out of 9 patients. 
Estimation of daily sugar excretion in this second group 
did not indicate any alteration of renal threshold by the 
drugs. A significant reduction of hepatic glucose output 
was found in both groups. Gerald Sandler 


418. Studies on the Disposition of Blood Glucose. A 
Comparison of Insulin and Orinase 

J. ASHMORE, G. F. A. S. EARLE, and S. 
Diabetes [Diabetes] 7, 1-8, Jan.—Feb., 1958. 8 figs., 
15 refs. 


When administered to normal animals the aromatic 
sulphonylureas evoke a hypoglycaemic response similar 
to that of insulin. In order to learn more of the mechan- 
ism by which this response is obtained the authors, 
in experiments on dogs and rats at Harvard Medical 
School, Boston, Massachusetts, have compared the effects 
of “‘ orinase ” (tolbutamide) and insulin on the disposi- 
tion of blood glucose. 

In dogs into whose aorta, portal vein, and left hepatic 
vein cannulae had been inserted by a special technique 
they demonstrated that in hypoglycaemia produced by 
insulin the glucose level in the hepatic vein was 
appreciably higher than in the portal vein, while in com- 
parable hypoglycaemia following orinase administration 
the glucose levels in the portal and hepatic veins were 
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similar. These results are held to suggest that after 
insulin injection the liver releases some glucose into the 
hepatic vein, whereas after orinase has been given glu- 
cose enters the liver. Following insulin injection the. 
hepatic glucose production continued at a normal or 
increased rate; after injection of orinase the hepatic 
glucose production was reduced. 

In studies on rats radioactive-carbon-labelled glucose 
was injected together with saline, insulin, or orinase. 
The rate of decay of the labelled sugar was unchanged by 
saline or orinase, but with insulin it was much more 
rapid. No difference in these results was demonstrated 
as between fed and fasted rats, but after adrenalectomy 
the rate of decay after insulin injection was decreased. 
In other experiments rats were killed after radioactive- 
carbon-labelled glucose had been given with insulin, 
orinase, or saline. With insulin, little labelled glucose 
entered hepatic glycogen, but more was incorporated into 
muscle glycogen and peripheral fatty acids. In orinase- 
injected animals the deposition of labelled glucose in 
liver glycogen was as much as, if not more than, in saline- 
injected controls, but its deposition in muscle glycogen 
was not significantly increased. 

The authors suggest that orinase acts by reducing the 
output of glucose from the liver and possibly by increasing 
the uptake of glucose by the liver. 

A. Gordon Beckett 


419. Role of Insulin in Acute Hypoglycaemic Action of 
Tolbutamide 

J. A. Weaver, T. E. Prout, G. W. Scorrt, and S. P. 
Asper. British Medical Journal (Brit. med. J.] 1, 425- 
429, Feb. 22, 1958. 2 figs., 30 refs. 


In order to determine whether the hypoglycaemic 
action of tolbutamide depended, on the one hand, on its 
action in increasing the amount of circulating insulin (or 
the effectiveness of the insulin), or, on the other, was 
independent of insulin, the authors, at the Johns Hopkins 
Hospital, measured the arterio-venous difference in glu- 
cose level in 10 diabetic patients after a single dose of 
tolbutamide and simultaneously estimated the insulin- 
like activity in the serum before and after tolbutamide 
administration. For the latter they used the rat hemi- 
diaphragm technique. They also studied in rabbits the 
effect of tolbutamide on the rate of disappearance of 
radioactive-iodine-labelled insulin from the plasma. 

The 10 patients, not controlled by diet or previously 
treated with insulin, were each given a single oral dose 
of 3 g. of tolbutamide. Eight of the 10 patients showed 
a significant fall in the venous glucose concentration, 
but there was no evidence of an increase in the uptake of 
glucose by peripheral tissues, as demonstrated by arterio- 
venous differences in glucose level, nor of amy 
change in the insulin-like activity of the serum before 
and after the administration of tolbutamide. Finally, 
in the rabbit experiments there was no difference in the 
rate of disappearance of labelled insulin after the intra- 
venous injection of tolbutamide as compared with ut- 
treated animals. 7 

The authors conclude that the hypoglycaemic action of 
tolbutamide does not consist in increasing the effective 
serum level of insulin. P. Hugh-Jones 


Re 
N. 
ine 
| tol 
| Kz 
: ho 
a wo 
Col 
ser 
| tins 
ect 
pr. 
ing: 
a 6 
an 
gle 
ele 
to | 
j cart 
met 
wit! 
tion 
reac 
4 tion 
| cons 
nent 
gluti 
are 1 
iS a 
18-7 
mov 
mucl 
4 421. 
“ Ce 
Fract 
W. \ 
i of In 
5 figs 
of N 
serolc 


420. Isolation of the Rheumatoid Factor. (Preliminary 
Report.) [In English] 

N. Svartz, L. A. CARLSON, K. SCHLOSSMANN, and A. 
LHRENBERG. Acta medica Scandinavica [Acta med. 
scand.] 160, 87-90, March 7, 1958. 3 figs., 13 refs. 


The agglutination of sensitized sheep’s erythrocytes or 
inert particles by serum from patients with -rheuma- 
toid arthritis has been attributed to the presence of a 
specific “* rheumatoid factor ”’, and in this paper from the 
K arolinska Hospital and Medical Nobel Institute, Stock- 
holm, the authors outline the series of investigations 
wnich have led to the isolation of a refined complex which 
ccn be said to constitute this factor. The factor was first 
separated from other similar complexes causing agglu- 
tixation by the cold precipitation technique and sub- 
ected to electrophoretic analysis, which showed it to be 
a ‘ast-movingy globulin of a nearly homogeneous nature. 
B: ultracentrifugation with a separation cell the cold 
precipitate was then divided into a top fraction, contain- 
ins chiefly globulins with a sedimentation constant of 
610 7 S, which had no haemagglutinating activity, and 
an active bottom fraction containing a large amount of 
globulins with a sedimentation constant of 19 to 22 S. 
The haemagglutinating rheumatoid factor was thus shown 
to be bound to a fraction containing macroglobulins. 
Repeated serial ultracentrifugation failed to further the 
purification of the factor, which was finally achieved 
chromatographically by the use of the cation exchanger 
carooxymethylcellulose. The cold precipitate was dis- 
solved in saline and applied to a column of carboxy- 
methylcellulose, the adsorbed proteins being eluted 
with a continuously increasing pH gradient. One frac- 
tion was isolated that gave a stronger haemagglutination 
reaction than the rest and, on analytical ultracentrifuga- 
tion, showed only a single peak, having a sedimentation 
constant of 18-7 S. The concentration of this compo- 
nent was found to be almost proportional to the haemag- . 
glutinating power of the active fractions. The authors 
are therefore able to state that the “* rheumatoid factor ” 
is a macroglobulin with a sedimentation constant of 
18:7 S which behaves electrophoretically as a fast- 
moving y globulin. 

[Further analysis of this complex will be awaited with 
much interest.] Harry Coke 


421. Quantitative Studies of the Precipitation and 
Agglutination Reactions between Serum of Patients with 
“ Connective Tissue ’’ Diseases and a Preparation (Cohn 
Fraction I) of Human Gamma Globulin 

W. V. Epstern, E. P. ENGLEMAN, and M. Ross. Journal 


of Immunology [J. Immunol.] 79, 441-449, Dec., 1957. 
5 figs., 24 refs. 


This paper from the University of California School 
of Medicine, San Francisco, describes a number of 
serological investigations on serum from patients with 


The Rheumatic Diseases 


137 


rheumatoid arthritis. A very full and detailed record of 
the technical procedures is provided [which is too exten- 
sive to be readily abstracted]. Various agglutinating 

techniques for the detection of the rheumatoid factor in 

serum require the presence of an immune globulin sub- 

stance from one of a number of animal species. The 

F.II agglutination test of Heller uses sheep erythrocytes 

treated with tannic acid and sensitized with a commer- 

cial preparation of human y globulin (Cohn’s Fraction 

ID, and the present authors have described (Amn. rheum. 

Dis., 1957, 16, 448; Abstr. Wid Med., 1958, 24, 60) a 

simple test based on a precipitation reaction between 

Fraction II and the rheumatoid factor, the results of which 

are closely correlated with those of the F.II agglutination 

test. In the present paper the authors describe further 

studies of this reaction and of the spontaneous precipita- © 
tion of the rheumatoid factor from serum without the 

addition of y globulin. 

Spontaneous precipitation was observed in 19 out of 
41 sera from cases of rheumatoid arthritis after standing 
overnight at 4° C., its occurrence being correlated signifi- 
cantly with the F.II agglutination titre. No diminution 
of the precipitate occurred on warming, indicating that 
it did not consist of cryoglobulins. The precipitate 
became soluble on the addition of some specimens of 
y globulin, but not of albumin or saline. Elution of the 
rheumatoid factor from spontaneous precipitates was 
achieved by extraction with 15°%% sodium chloride solu- 
tion. The authors consider that the precipitate is a com- 
plex of a component of globulin and the rheumatoid 
factor [itself a macrogammaglobulin] which becomes 
dissociated in hypertonic saline, and they confirm the 
finding that precipitation is dependent upon the volumes 
in which the reaction is performed. It is suggested that 
“* the agglutination and precipitation functions of rheuma- 
toid factor are closely related if not identical”. Similar 
precipitation reactions may be demonstrated by means of 
an agar-diffusion plate technique. 

[This paper was presented for publication in May, 1957, 
since when much additional information has become 
available, including the important consideration that the 
activity of the “‘ rheumatoid factor ” probably depends on 
the physical properties of polymerization in the formation 
of a specific macrogammaglobulin.] Harry Coke 


422. Untoward Effects following Local Hydrocortisone 
Injection 


P.H. KENDALL. Annals of Physical Medicine [Ann. phys. 
Med.) 4, 170-175, Feb., 1958. 4 refs. 


Between 1954 and 1957 at Guy’s Hospital, London, 
2,256 patients were given 6,700 local injections of hydro- 
cortisone, together in some cases with 29% procaine or 
1,000 units of hyaluronidase. Undesirable side-effects 
occurred on 73 occasions—that is, after 1-09°% of injec- 
tions. Localized objective muscular weakness occurred 
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in 24 cases, especially on injection for “ tennis elbow ”’, 
and transient localized urticaria in 11. Generalized 
urticaria developed in 8 cases, beginning 30. minutes to 
8 hours after injection and responding rapidly to oral 
administration of antihistaminics. One of these patients 
had a known allergic diathesis, and the injection (which 
was combined with procaine and hyaluronidase) was also 
followed by a further attack of bronchospasm. In 18 
cases nausea and vertigo occurred, with onset within 45 
to 60 minutes of injection. All the above reactions had 
disappeared by the end of 24 hours. Haemorrhagic 
reactions occurred in a further 7 cases, 4 developing pur- 
pura (the platelet counts and bleeding times remaining 
normal), 1 melaena, and 2 haematemesis. One of the 
last 2 patients had a history of dyspepsia and suffered 
from hypertension. Finally, local sepsis developed in 
4 cases. 

Hyaluronidase was given with the hydrocortisone in 
5 of the 73 cases in which side-effects occurred, but was 
not considered responsible for the reactions. Procaine 
was added in 7 cases, and its incrimination could not be 
ruled out. The author suggests, however, that the reac- 
tions might be due to preservative or antiseptic added to 
the hydrocortisone solution. He considers that the side- 
effects were too few and too slight to contraindicate this 
method of treatment. M. Kendal 


423. Intermediary Metabolism of Phenylalanine and 
Tyrosine in Diffuse Collagen Diseases. I. The Presence 
of 2:5-Dihydroxyphenylpyruvic Acid in the Urine of 
Patients with Collagen Disease 

N. Nisuimura, M. Yasut, H. OKAMOTO, M. KANAZAWA, 
Y. Korake, and Y. SuHrpata. A.M.A. Archives of Der- 
matology [A.M.A. Arch. Derm.) 77, 255-262, March, 
1958. 3 figs., 17 refs. 


It has been postulated that 2:5-dihydroxyphenyl- 
pyruvic acid (2:5-DHPPA) is an intermediary in the 
metabolism of phenylalanine and tyrosine, but it has not 
hitherto been detected in nature. In this paper from 
Wakayama Medical College, Japan, the authors report 
the detection of this substance in the urine of patients 
suffering from collagen diseases. The method of 
identification of 2:5-DHPPA is described and the results 
of the investigation of various groups of patients are 
tabulated. 


2:5-DHPPA was found to be present in the urine of 


all of 59 patients (20 male, 39 female) known to be suffer- 
ing from collagen diseases, including disseminated lupus 
erythematosus in various stages, chronic discoid lupus 
erythematosus, diffuse scleroderma, dermatomyositis, 
periarteritis nodosa, and rheumatoid arthritis. Urine 
from 10 healthy males and 10 healthy females all gave 
negative results, as did the urine of 45 patients (19 male, 
26 female) suffering from a variety of skin diseases, 
malignant tumours, and non-rheumatic arthritic condi- 
tions. The findings were negative also in the urine of 
8 patients with conditions possibly related to the collagen- 
oses, such as erythema nodosum, erythema multiforme, 
subacute bacterial endocarditis, and acute nephritis, and 
of 20 members of the families of those suffering from 


collagen diseases. The experimental administration of 


L-tyrosine aggravated the symptoms in 4 of 5 cases of 
collagen disease, but was without effect on 20 healthy 
subjects and 6 patients suffering from miscellaneous skin 


The authors discuss shortly the metabolism of phenyl- 
alanine and tyrosine and demonstrate diagrammatically 
where blocks occur which are said to result in the heredit- 
ary defects of phenylketonuria, albinism, tyrosinosis, and 
alkaptonuria. They infer that in the collagen diseases a 
block occurs in the intermediary metabolism of these sub- 
stances at the stage of conversion of 2:5-DHPPA to 
homogentisic acid and conclude that this block is due to 
some inherent defect in the patient. 

Benjamin 


424. Systemic Scleroderma with Portal Hypertension 

R. J. CALVERT, B. BARLING, M. SOPHER, and M. FErwet. 
British Medical Journal [Brit. med. J.] 1, 22-25, Jan. 4, 
1958. 17 refs. 


According to the authors, systemic scleroderma in 
association with portal hypertension has not previously 
been described. In this paper they report 2 cases, seen 
respectively at the St. James’s and North Middlesex 
Hospitals, London, in which this association was 
observed. 

The first patient, a housewife aged 31 years, suffered 
from Raynaud’s disease and complained of a sensation 
of tightness in the fingers. Physical examination revealed 
no abnormalities. The serum globulin and alkaline- 
phosphatase levels were raised and thymol turbidity was 
15 units. Radiographs of the hands showed terminal 
phalangeal absorption, but no calcinosis. Treatment 
with cortisone resulted in subjective improvement. A 
year later (1952) the patient was readmitted because of 
severe haematemesis, which was found to be due to oeso- 
phageal varices. Portal venous pressure before a porta- 
caval shunt operation was 390 mm. of water. There has 
been no recurrence of haematemesis since the operation 
was performed. 

The second patient, a female aged 53, suffered from 
diarrhoea associated with “silver” stools; 
phenomenon and telangiectasia of the face were present, 
and during the preceding 18 months she had been treated 
for anaemia. Physical examination showed tightly 
stretched skin over the joints of the hands and feet and 
digital scarring. Hepatosplenomegaly was also present. 
The serum globulin level was raised and the results of 
liver function tests were grossly abnormal. Barium-meal 
examination failed to reveal any distinctive abnormality. 
A few months later the patient was readmitted in pro- 
found shock following haematemesis. The response to 
cortisone by mouth was disappointing. Subsequent 
investigations demonstrated the presence of steatorrhoea 
and stiffening of the lower oesophagus with reflux oeso- 
phagitis and some colonic changes. The patient there- 
after had repeated attacks of gastro-intestinal hae- 
morrhage which proved fatal. Post-mortem examination 
revealed hepatic cirrhosis with oesophageal varices. 

The authors are unable to explain the hepatic involve- 
ment in these cases, but point out that both the liver and 
the spleen are rich in mesenchymal tissue. 

J. N. Harris-Jones 
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y 425. Intracranial Pressure and the Physiological Mech- 
anism of Its Modification. 
d 4 M€XAHHSMbI ETO H3MEHEHHA) 
a Vv. R. Purin. Bonpoce: Hetipoxupypeuu [Vop. 
D- Nejrohir.] 22, 35-42, No. 1, Jan.—Feb., 1958. 3 figs., 
to 19 refs. 
to The pressure of the cerebrospinal fluid (C.S.F.), its 
volume under artificially maintained constant pressure, 
end the rate of its absorption were studied in cats before 
and during sleep induced with “ barbamil”’. It was 
FL. found that the C.S.F. pressure rises sharply and its 
4 volume increases with the onset of sleep, while absorption 
psocesses are slowed. L. Crome 
in 4°6. Occurrence of So-called ‘‘ Myotonic Discharges ”’ 
sly ir Electromyography | 
cca J. Goopcotp and K. C. ARCHIBALD. Archives of 
ace Piysical Medicine and Rehabilitation [Arch. phys. Med.] 
we 3%, 20-22, Jan., 1958. 3 figs., 12 refs. 
red The authors set out with the concept that chains of 
tion oscillating electrical potentials of high frequency, which 
aled are heard as a “‘ dive-bomber audio output ”’, are typical 
line- though not pathognomonic of myotonia and may be 
was termed “‘ electromyographic myotonia ’”’. Of 36 children 
sinal with progressive muscular dystrophy, 26 (72%) were 
nent found to exhibit the phenomenon, which seemed to 
ae represent an abnormal discharge provoked by needle 
se of insertion rather than a concomitant of voluntary motion. 
9eS0- Cases of amyotonia congenita, peripheral nerve lesions, 
orta- and a variety of other conditions were also found to have 
e has “myotonic potentials’. In addition, these have been 
ation recorded as occurring in poliomyelitis, fatigued normal 
| muscle, and muscle cramps. It is postulated that the 
from common factor is probably a state of muscle-fibre 
aud’s “ hyperirritability [whatever that connotes]. It is, 
esent, however, clear that these discharges are pathognomonic 
reated of no special condition (though most frequently found 
rightly in the myotonias), and it would therefore be misleading 
et and to associate them with any particular disease. 
resent. Fergus R. Ferguson 
ults of 
n-meal 427. Electroencephalographic Changes and MHyper- 
in pro- C. M. Poser. Electroencephalography and Clinical 
ynse to Neurophysiology |Electroenceph. clin. Neurophysiol.] 10, 
sequent 51-62, Feb., 1958. 5 figs., 13 refs. 
yrrhoea The author, working at the University of Kansas 
x OeS0- Medical Center, Kansas City, has studied the electro- 
t there- encephalographic (EEG) findings in 7 patients, each of 
al hae- whom showed a significant elevation of the blood am- 
rination monia level. Only 3 of the patients were suffering from 
2S. hepatic failure due to cirrhosis of the liver or hepatic 
involve- # necrosis; of the other 4, the rise in blood ammonia con- 
iver and tent was attributed to thyrotoxicosis in 2, cardiac failure 
in one, and basilar artery insufficiency in one. In all 
- Jones 


cases the EEG showed synchronous triphasic waves con- 
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sisting of a main downward (positive) deflection with a 
somewhat “‘ sharp” outline, preceded and followed by 
low-amplitude negative deflections. 

The author points out that EEG discharges of this 
type have previously been considered to be characteristic 
of hepatic coma. These results suggest, however, that 
triphasic waves may be correlated with a raised blood 
ammonia level and not with hepatic coma alone, as the 
ammonia level may be raised in a variety of diseases. 
It is suggested that both the EEG changes and the raised 
blood ammonia level in such cases may indicate an as 
yet unknown metabolic disturbance which may affect 


the reticular activating system and its diencephalo- 
cortical connexions. John N. Walton 


428. Ischaemic and Post-ischaemic Numbness and 
Paraesthesiae 

P. W. NATHAN. Journal of Neurology, Neurosurgery and 
Psychiatry [J. Neurol. Neurosurg. Psychiat.] 21, 12-23, 
Feb., 1958. 9 figs., 23 refs. 


The author, working at the National Hospital, Queen 
Square, London, has studied the response to sensory 
stimulation of the digits while ischaemic and post- 
ischaemic paraesthesiae were being experienced, both in 
normal subjects and in patients with neurological lesions 
affecting the sensory pathways. Ischaemic paraesthesiae 
occur in the cutaneous distribution of a peripheral nerve 
after its arterial blood supply has been occluded for 
several minutes, while post-ischaemic paraesthesiae follow 
upon re-establishment of the circulation. These para- 
esthesiae have been shown to be due to spontaneous dis- . 
charges occurring in the ischaemic nerve fibres. 

During the occurrence of paraesthesiae of these two 
types, induced by the application of a sphygomanometer 
cuff to the limb or of a clamp to a segment of peripheral 
nerve, the subject’s perception of light touch, pressure, 
two-point discrimination, and pain was studied. So long 
as paraesthesiae were being experienced the ability to 
appreciate these sensations was impaired, and was even 
lost completely if the paraesthesiae were severe. It was 
shown that this effect was due to ischaemia of the nerve 
trunk and not of the sensory end-organs; it was also 
found that the stimuli were not perceived even though 
they could be shown to pass along the nerve trunk 
towards the central nervous system. Hence this sub- 

jective “‘ numbness ”’ or inability to appreciate peripheral 
sensory stimulation, which is present while ischaemic or 
post-ischaemic paraesthesiae are occurring, appears to be 
due to some inhibitory process within the central nervous 
system. It is thus apparent that numbness may be due 
not only to the fact that sensory fibres have lost the power 
to conduct, but also because they are hyperexcitable and 
discharging spontaneously. 

[For details of technique the reader is advised to consult 
this interesting paper in the original.] 

John N. Walton 
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BRAIN AND MENINGES 
429. Sensory Disturbances in the Hands of Children 
with Cerebral Palsy 


M. O. TACHDJIAN and W. L. MINEAR. Journal of Bone 
and Joint Surgery [J. Bone Jt Surg.] 40A, 85-90, Jan., 
1958. 3 refs. 


The results of sensory examination of the hand in 96 
children of average intelligence with cerebral palsy are 
reported from the Carrie Tingley Hospital for Crippled 
Children, Truth or Consequences, New Mexico. In 
each case 13 sensory tests were employed, including those 
for stereognosis, position sense, two-point discrimina- 
tion, vibration sense, and temperature sense. Sensory 
impairment was found in 40 children (41-7°%), the most 
common defects being those of stereognosis, two-point 
discrimination, and position sense, in that order. There 
was a high incidence of sensory defects in functionally 
disabled hands. It is pointed out that the modalities 
chiefly affected are those which depend upon the integrity 
of the sensory cortex; but inexperience in using the hand 
also plays a part, and in some cases may be the major 


factor. R. G. Rushworth 
430. The Role of Respiratory Insufficiency in the Mor- 
tality of Severe Head Injuries 


I. N. Mactver, I. J. C. Frew, and J. G. MATHESON. 
Lancet [Lancet] 1, 390-393, Feb. 22, 1958. 1 ref. 


Discussing the mortality in cases of severe head 
injury, the authors contend that anoxia is the main cause 
of death in those patients who survive the accident but 
die at a later stage. This anoxia is produced both by 
central disturbances of respiratory control and also 
by blockage and irritation of the bronchial tree and by 
retention of mucus. In view of this a regimen of treat- 
ment is advocated similar to that employed in the treat- 
ment of poliomyelitis complicated by bulbar palsy. The 
essentials of treatment are: (1) the patient must have full 
oxygenation; (2) the chest must be kept clear of infection. 
Correct posture to prevent seepage into the lungs and 
tracheo-bronchial tree is a prime necessity at the earliest 
opportunity in the first-aid treatment of any such injury. 
On arrival at a casualty department tracheal intubation 
should be performed, preferably with a cuffed tube. 
Tracheotomy is required as soon as facilities are available 
—that is, adequate suction and oxygen. After tracheo- 
tomy careful, frequent, aseptic suction must be carried 
out, and air or oxygen entering the tube must be warmed 
and moistened to prevent the secretion from hardening 
and blocking the bronchial tree. Routine broncho- 
scopy and daily radiography of the chest are advocated. 

The principles suggested for the treatment of the central 
brain-stem disturbance consist essentially in: (a@) use of a 
lytic cocktail’? (promethazine, pethidine, chlorpro- 
mazine, and levallorphan) to control restlessness and 
hyperthermia; (6) immediate transfusion of triple or 
quadruple plasma to prevent or treat cerebral oedema; 
(c) combating any rise in temperature by surface cooling 
(not to produce h¥pothermia, but to ensure a normal 
temperature level); (d) avoidance of oral feeding until 
full consciousness and reflexes are restored; (e) mainten- 
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ance of physiological tensions of oxygen and carbon 
dioxide in the blood; (/) maintenance of fluid and 


electrolyte balance and caloric intake; and (g) use of 


antibiotics to combat or control infection. 

It is emphasized that it is not enough to wait until the 
patient reaches a special centre. The important factor is 
treatment on these lines as soon as possible. The 
authors, who write from the General Hospital, Newcastle 
upon Tyne, have found it possible to lower the mortality 
in cases of severe head injury from 90°% to below 40%. 
In addition, recovery to a nearly normal mental state 
occurs in the great majority of the survivors. 

J. V. Crawford 


431. Hypothermia in the Surgical Treatment of Ruptured 
Intracranial Aneurysms 


E. H. Botrerett, W. M. LouGHeep, T. P. MorLey, | 


and S. L. VANDEWATER. Journal of Neurosurgery {J. 
Neurosurg.] 15, 4-18, Jan., 1958. 12 refs. 


The authors report, from Toronto General Hospital, 
the results of surgical treatment in 73 cases of ruptured 
intracranial aneurysm and 15 of other types of cerebral 
vascular lesion operated on under hypothermia. Pre- 
operative medication was with 50 mg. each of chlorpro- 
mazine, promethazine, and pethidine, and this was 
continued by intravenous drip during the operation 
under general anaesthesia with nitrous oxide and 
trichlorethylene. Surface cooling was obtained by 
immersion in a bath of iced water, and postoperative re- 
warming with warm water. In young patients tempera- 
tures of 28-6° to 30°C. were arrived at, but in older 
patients and those with arteriosclerosis temperatures 
below 30° C. were avoided. Both carotid arteries and 
vertebral arteries were exposed in the neck and occluded 
as desired according to the operative indications, usually 
just before actual manipulation of the aneurysm itself. 
There was no example of anoxic encephalopathy attribut- 
able to these occlusions; 2 patients developed ventricular 
fibrillation, of whom one died and the other recovered. 
Bilateral carotid angiography was usually performed on 
the day of admission in cases of subarachnoid haemor- 
rhage, and the ruptured aneurysm operated on the follow- 
ing day. The results for early operations, that is, per- 
formed less than a week from the last haemorrhage, are 
distinguished from those for late operations (performed 
after a week), and the patients were graded according to 
the estimated degree of risk by the authors’ method, 
described in a previous paper (J. Neurosurg., 1956, 13, 1; 
Abstr. Wild Med., 1956, 20, 58). 

Among 14 early cases of internal carotid aneurysm 
there were 5 deaths, all in “* bad-risk ” patients, but no 
deaths occurred among 16 late cases. The results of 
operation in the 25 survivors were all graded as excel- 
lent or good. In 20 early cases of anterior-cerebral- 
anterior-communicating aneurysm there were 9 deaths, 
but only one among 9 late cases. The deaths were dis- 
tributed among both good- and bad-risk patients. The 
results in the 19 survivors were graded as excellent or 
good in 16 cases and bad in 3. Two deaths occurred 
among 10 early cases of middle cerebral aneurysm, but 
none among 4 late cases. In the 12 survivors the results 
were excellent in 6, good in 3, and bad in 3. 
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The results of early operation were governed by a 
number of factors, of which one of the most important 
was the site of the aneurysm. In middle cerebral 
aneurysms progressive and lethal intracerebral clotting 
was common and early operation necessary to save life. 
Patients with anterior-cerebral—anterior-communicating 
aneurysm in coma and with hemiplegia but without large 
clots proved to be very poor risks. In early operations 
arterial spasm, thrombosis, and ischaemic infarction of 
‘he brain presented a serious problem, which was less 
commonly encountered in the late cases. This was 
nrobably due both to local factors such as handling of 
the vessels at operation and the presence of arterio- 
sclerotic plaques, and to systemic factors such as lower- 
ing of the blood pressure from bleeding or drugs. 
Mortality was higher in the aged than in the younger 
patients. The authors conclude that hypothermia and 
cervical arterial occlusion have greatly improved their 
r-sults in the surgical treatment of ruptured intracranial 
aneurysm. Short summaries are given of all the fatal 
cises, and in an addendum to the paper a table shows 
tie results in 24 further patients similarly treated, of 
vhom 3 died. Brodie Hughes 


E. McDevitt, S. A. Carter, B. W. Gatie, W. T. Foey, 
and I. S. Wricut. Journal of the American Medical 
Association [J. Amer. med. Ass.] 166, 592-597, Feb. 8, 
1958. 2 figs., 13 refs. 


This report from the New York Hospital (Cornell 
University Medical College) is concerned with the use of 
aniicoagulants in the treatment of cerebral thrombo- 
embolic complications of -heart disease and other dis- 
orders. [The title is therefore rather misleading, for it 
iniers that cerebral vascular disease in general is being 
dealt with and not only one selected type of disorder.] 

Of 100 patients studied, who were followed up “ for 
periods ranging from 24 hours to over 10 years ”’, 51 had 
rheumatic heart disease (43 with auricular fibrillation), 
28 had arteriosclerotic or hypertensive heart disease or 
both, and 11 had miscellaneous conditions (one each 
with polycythaemia, Cooley’s anaemia, and congenital 
heart disease, and 8 with recurrent thrombo-embolism 
of unknown aetiology). The remaining 10 patients, who 
had “* cerebral insufficiency *’, are very briefly mentioned 
and are not included in the analysis of results. The 
authors point out that their material is highly selected 
since all their cases were specially referred because of a 
previous history or a particular likelihood of thrombo- 
embolic complications. [Age distribution and other case 
data are not given.} In those cases treated with anti- 
coagulants (usually bishydroxycoumarin) the prothrom- 
bin time was determined at weekly or fortnightly intervals 
by means of a modified one-stage Quick test with “ vari- 
ous thromboplastins ’’, the therapeutic level aimed at 
being between 20 and 40 seconds. 

Among the 64 treated patients who were observed for 
not less than 3 months, cerebral thrombo-embolic episodes 
occurred in 5 out of 28 receiving continuous therapy and 


in 7 out of 36 patients whose treatment was interrupted 
for more than one week. Haemorrhagic complications 
occurred in 30 of the 64, 3 of whom died of cerebral 
haemorrhage. Among the 51 cases of rheumatic heart 
disease a total of 37 cerebral thrombo-embolic episodes 
(excluding those which were the first thrombo-enibolic 
episode) occurred while the patients were not receiving 
treatment, in contrast to a total of 10 such episodes while 
the patients were receiving anticoagulants. In the 
arteriosclerotic—hypertensive group of 28 cases the cor- 
responding figures were 32 and 4 episodes, and in the 
group of 11 miscellaneous cases 20 and 2. Altogether, 
229 thrombo-embolic episodes of all types, 67 of them 
cerebral, occurred during a total of 2,842 patient-months 
without anticoagulant therapy, whereas 20 episodes, of 
which 5 were cerebral, occurred during a total of 2,291 
patient-months of anticoagulant therapy. The results 
are also assessed in relation to life-table curves predicting 
the expectation of a second episode in each type of case. 

The authors conclude that their findings provide 


additional evidence that “continuous anticoagulant 


therapy can markedly reduce the incidence of thrombo- 
embolic episodes due to various primary conditions 
without high risk of serious haemorrhagic complica- 
tions 

[The authors’ conclusions are not entirely satisfying. 
The 5% mortality from cerebral haemorrhage in patients 
receiving anticoagulants scarcely warrants their infer- 
ence that the treatment is safe. A definite impression is 
gained that their conclusion regarding the incidence of 
“*thrombo-embolic episodes” in general is meant to 
apply also, and with equal force, to cerebral thrombosis 
and embolism in particular, and although this thesis may 
be true, their data do not amount to much more than a 
favourable clinical impression—especially without analy- 
sis for statistical significance.] P. D. Bedford 


433. Recent Developments in Cerebrovascular Diseases. 
[Review Article] 

R. D. Apams. British Medical Journal [Brit. med. J.) 1, 
785-788, April 5, 1958. 15 refs. 


434. Localized Changes in Properties of the Blood and 
Effects of Anticoagulant Drugs in Experimental Cerebral 
Infarction 

J. S. Meyer. New England Journal of Medicine [New 


Engl. J. Med.\ 258, 151-159, Jan. 23, 1958. 8 figs., 
27 refs. 


The author discusses recent reports that improvement 
may be produced by the administration of anticoagulant 
drugs in cases of cerebral infarction and points out that 
this does not appear to be due to recanalization of the 
thrombosed vessel. He suggests as a possible mechanism 
that the drugs may improve the collateral circulation, 
particularly that supplied by pial vessels. In a series of 
experiments carried out at Boston City Hospital (Har- 
vard Medical School) on 23 monkeys and 11 cats to test 
this hypothesis he occluded the middle cerebral artery 
and inserted a window in the skull overlying the ischaemic 
area of the cortex. Half the animals were given anti- 
coagulants (heparin or dicoumarol) before the occlusion 
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and repeatedly during the period of observation, while 
the remainder were left untreated as controls. Changes 
in the appearance of the capillaries and the behaviour of 
blood cells and platelets in zones of stagnant flow after 
the occlusion were observed microscopically and recorded 
photographically. 

In the control animals the axial flow of blood normally 
seen in the pial vessels was altered, the column of erythro- 
cytes becoming clumped and granular and leucocytes and 
platelets coming to the edge of the stream, where they 
tended to adhere momentarily to the vessel wall and im- 
pede the flow of erythrocytes. In many capillaries 
“* plasma skimming ” was observed—that is, the cellular 
elements ceased to flow through the capillary while the 
separated plasma continued to do so. These changes 
appeared to be associated with haemoconcentration. 

In the animals given anticoagulants, although the blood 
flow through the pial vessels was slowed after occlusion 
of the middle cerebral artery, the clumping of the erythro- 
cytes and increase in adhesiveness of the leucocytes and 
platelets was prevented, enabling a better circulation to 
be maintained. N. S. Alcock 


435. Brainstem Tumors in Children 

P. F. Bray, S. CARTER, and J. M. TAveRAS. Neurology 
[Neurology (Minneap.)] 8, 1-7, Jan., 1958. 8 figs., 
11 refs. 


Brain-stem tumours are commoner in children than in 
adults, and in this paper are described 48 cases seen over 
a period of 24 years at the Neurological Institute and 
Babies’ Hospital of the Columbia—Presbyterian Medical 
Center, New York. In all these cases the illness started 
below the age of 16 years. The diagnosis was confirmed 
at necropsy in 10 cases, and in the others was based on 
operative findings or x-ray air-contrast studies. The 
most frequent presenting symptom was a disturbance of 
gait, while squint and dysarthria were found in almost 
half the cases. The neurological signs were usually 
those of involvement of the pyramidal tract and of the 
cranial-nerve nuclei, the most frequently involved cranial 
nerve being the 7th. Papilloedema was noted in 17 
cases. Cerebrospinal-fluid pressure and protein levels 
were not usually raised. Pneumoencephalography gener- 
ally showed an upward displacement of the aqueduct of 
Sylvius and the 4th ventricle. Of the 48 children, 37 
received radiotherapy, which was followed by improve- 
ment in 24. The authors consider that this form of 
treatment is worthy of trial, though they find it im- 
possible to state “‘ whether there is such a thing as a 
radio-curable brainstem tumor”. They point out that 
improvement is only likely to become apparent some 3 
to 6 weeks after the start of treatment. 

G. S. Crockett 


436. Seizures and Syncope 
D. K. ZieGLeR and J. PrestHus. Neurology [Neurology 
(Minneap.)) 8, 33-40, Jan., 1958. 6 figs., 25 refs. 


A study was undertaken at the University of Minnesota 
Medical School, Minneapolis, “‘ to observe the coinci- 
dence of syncope and abnormal electroencephalograms 
[EEGs] and to identify those atypical syncopal states 


which seemed to overlap with more readily recognized 
seizure manifestations’. From 23 patients subject to 
some type of syncope not easily recognizable as a seizure 


state EEGs were recorded both in the usual way and as © 


modified by sleep and by insulin-induced hypoglycaemia. 
A full history was also taken and clinical examination 
carried out, but even so it was not easy to decide the 
exact nature of the attacks. Of 13 patients who had 
brief but complete loss of consciousness, only one had 
an abnormal EEG, while of 5 with syncope probably 
secondary to some systemic disease, 3 had EEG abnor- 
malities. Five patients were shown to have attacks of 
altered consciousness only, and 2 of these had EEG 
abnormalities. 

The authors conclude that the problem of whether 
EEG abnormalities in patients with syncope indicate 
that the latter phenomenon is in reality a seizure is “* in- 
soluble unless one of the patient’s typical ‘ spells’ is 
observed during an electroencephalogram ”’. 

G. S. Crockett 


437. The Surgical Prognostic Significance of the Electro- 
encephalographic Prediction of Ammon’s Horn Sclerosis 
in Epileptics 

W. A. KEeNNeDy and D. Hitt. Journal of Neurology, 
Neurosurgery and Psychiatry [J. Neurol. Neurosurg. 
Psychiat.] 21, 24-30, Feb., 1958. 1 fig., 16 refs. 


The authors, working at the Guy’s—Maudsley Neuro- 
surgical Unit, London, have studied the electroencephalo- 
graphic (EEG) findings in 50 patients with temporal-lobe 
epilepsy who were subjected to unilateral temporal 
lobectomy and in whom the pathological changes in the 
resected temporal lobes were known. Each case was 
followed up for 1 to 5 years after the operation. The 
importance of carrying out recordings with sphenoidal 
electrodes during thiopentone anaesthesia in cases of 
this type is stressed. In one case in the authors’ series 
unilateral spike discharges which were revealed by sphen- 
oidal electrodes were not found in scalp recordings, while 
in 11 cases independent contralateral spike discharges 
would have been missed if scalp recordings only had been 
carried out. 

It was found that the two most consistent findings in 
cases of temporal-lobe epilepsy were (1) unilateral or 
bilateral spike discharges and (2) unilateral absence of 
barbiturate-induced fast activity. Bilateral spike foci 
were not uncommonly found in patients in whom there 
was good evidence that a lesion was present in only one 
temporal lobe, though the spike discharges were usually 
more active on the affected side. Correlation between 
the presence of bilateral foci and pathological changes in 
the uncus and Ammon’s horn of the affected lobe was 
found at the 1% level of significance. Reduction of 
barbiturate-induced fast activity on the affected side was 
shown to be correlated even more clearly with changes 
in these structures. Since it is in patients with Ammon’s 
horn sclerosis that temporal lobectomy appears to give 
the best results, it is concluded that the presence of 
bilateral spike discharges combined with the absence of 
induced fast activity on the side on which the spikes are 
the more striking may indicate that surgery is likely to be 
successful. ? John N. Walton 
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438. 
in heutiger Sicht) 
kK. SCHNEIDER. Fortschritte der Neurologie, Psychiatrie 


und ihrer Grenzgebiete (Fortschr. Neurol. Psychiat.] 26, 
1-6, Jan., 1958. 


In this paper the author sums up his present ideas on 
the topic of the psychopathic personality. After dis- 
cussing aetiological problems, such as genetic, familial, 
and cultural influences and the more psychological factors 
as represented in the subjective experience of the self and 
ir self-estimation, he apparently ends up in a position of 
rclativity. ‘He finds that in English usage the psychopath 
is regarded as almost identical with the asocial or anti- 
sccial personality, a concept very different from that of 
a variant from the average—positive or negative—as 
used in German psychiatry. He discusses the arbitrary 
in‘erpretations of psychoanalysis and tries to overcome 
the present difficulties by speaking of “‘ abnormal per- 
scnalities ”’. But he finally points out that despite the 
problems of semantics there continues to exist an im- 
portant group of psychiatric problems which are neither 
psychotic nor neurotic reactions of a transient character: 
“* Der Psychopath ° ist tot, aber—es lebt der Psychopath’’. 

‘An English translation is to appear shortly of the 
au:hor’s fundamental monograph on _ psychopathic 
personalities, which was issued for the first time 34 years 
ago.] W. Mayer-Gross 


439. The Occurrence and Meaning of Dreams of Food 
and Eating. I. Typical Food and Eating Dreams of Four 
Patients in Analysis 

W. W. HAMBURGER. Psychosomatic Medicine [Psycho- 
som. Med.] 20, 1-16, Jan.—Feb., 1958. 4 figs., 33 refs. 


From the University of Rochester School of Medicine 
and Dentistry, Rochester, New York, the author reports 
an investigation into the significance of dreams of food 
and eating reported by patients in the course of psycho- 
analytical treatment. Four female patients were selected 
for study who had reported a number of such dreams and 
whose case-notes provided adequate data for such a 
project. Two of the patients presented psychoneurotic 
symptomatology, the third was grossly obese, and the 
fourth had bulimia. Detailed case histories are provided. 

A total of 229 dreams of food and eating were reported 
by the 4 patients. These dreams, together with their 


covering their dynamic meaning. A striking similarity 
of manifest content and latent meaning was found. The 
predominant patterns of latent meaning were: (1) as a 
regressive Oral substitute for frightening genital satisfac- 
tions, and (2) as a symbol of an infantile fixation upon 
maternal love and support. The relative frequency of 
these oral dreams during different phases of psycho- 
analytical therapy was studied. In the 3 cases in which 
the number of dreams was sufficient for statistical evalua- 
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associative material, were analysed with a view to dis- - 
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tion it was found that their incidence tended to diminish 
as the analysis progressed. This decrease was doubtless 
related to the gradual resolution of sexual conflicts, thus 
diminishing the need for a retreat to pregenital levels of 
adjustment. It is suggested that although typical food 
dreams are not confined to patients with clinical mani- 
festations of an oral type, their study may prove to be of 
value for the understanding of such clinical problems as 
obesity, bulimia, and anorexia. 

[It is open to question whether male patients would 
produce similar material.] A. Balfour Sclare 


440. A One-year, Controlled Study of the Effect of 
Low-phenylalanine Diet on Phenylketonuria 

D. Y. Y. Hsia, W. E. Knox, K. V. Quinn, and R. S. 
Paine. Pediatrics [Pediatrics] 21, 178-202, Feb., 1958. 
8 figs, 30 refs. 


The effect of a phenylalanine-deficient diet was assessed 
on 24 mentally retarded patients with phenylketonuria. 
Of these, 12 were given the experimental diet and 12, as 
controls, a diet resembling it in appearance and flavour. 
Five unpaired in-patients and 5 out-patients also received 
the low-phenylalanine diet. Ages ranged from 6 months 
to 60 years, and the investigation was continued for 12 
months. 

One patient, aged 40, developed chronic nephritis after 
11 months on the experimental diet, and another, aged 
60, died of perforated duodenal ulcer after 104 months 
onthe diet. One patient, also aged 60, developed haema- 
temesis after 14 months on the control diet. Temporary 
withdrawal of the diet because of refusal of food or 
vomiting was necessary in 2 of the 22 cases receiving the 
low-phenylalanine diet and in 9 of the 12 controls. 
Normal concentration of phenylalanine in the plasma 
was obtained in a few weeks to about 5 months in all 
except one of the 22 cases given the experimental diet, 
but lapses occurred in 13 cases. Although some relation- 
ship was found between the plasma concentration and the 
urinary excretion of phenylpyruvate, the urine may be 
free of this substance even when the plasma level is high. 

Assessments of I.Q. before and after treatment are 
compared in a table showing that, of 15 experimental 
cases tested, 6 increased in I.Q. level and 4 decreased, 
whereas of 11 control cases, 4 increased and 6 decreased. 
{In another table, however, these figures work out at 
18, 8, 5, and 12, 6, 4 respectively.] Dryness of the skin 

improved in 9 of 16 cases and the hair darkened in 
6 of 12 cases receiving the phenylalanine-poor diet. Im- 
provement in the electroencephalogram (EEG) took place 
in 4 of 6 treated cases and in 3 of 8 controls. 

The authors conclude that patients of any age may 
be improved in regard to the skin condition, behaviour 
and EEG, but a significant effect on intelligence is not 
to be expected except perhaps in patients under 4 years 
old. They advise the routine testing of the urine of all 
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infants (with ferric chloride on a fresh wet diaper) at one 
month of age, so that treatment can be started as soon as 
possible in those suffering from phenylketonuria. 
G. de M. Rudolf 

441. The Dietary Treatment of Phenylketonuria 

L. I. R. GrirrirHs, A. MoncrieFF, S. COATES, 
and F. Dituistone. Archives of Disease in Childhood 
[Arch. Dis. Childh.]33, 31-45, Feb., 1958. 5 figs., 38 refs. 


At the Hospital for Sick Children, London, 10 phenyl- 


ketonuric children, 3. of whom were the subject of a 


previous report (Brit. med. J., 1955, 1, 57; Abstr. Wid 
Med., 1955, 18, 155), were treated with a low-phenyl- 
alanine diet for periods varying from 11 to 34 months, 
beginning at the age of a few weeks to 35 months. Im- 
provement in intelligence was recorded on both the Ter- 
man-—Merrill scale and the Griffiths scale (G.Q.), the 
testing being repeated at intervals of 6 weeks to 3 months. 
(The G.Q.—* general quotient ’—is derived from a scale 
suitable for testing very young children of low mental 
age.) The improvement ceased when the treatment 
was stopped. Whereas untreated children with phenyl- 
ketonuria show a progressive deterioration in intelligence, 
greatest in early life, the treated children showed a rise in 
G.Q. or I.Q. of as much as 20 points. In addition, in- 
creased activity and alertness were noted. Progress in 
speech and hand-eye coordination was often slower. 
Behaviour improvement did not always accompany im- 
provement in I.Q. In one case the G.Q. fell from 31 to 
21 when the diet was omitted, but after being allowed to 
return home the child became happy, began speaking, 
learnt to walk upstairs, to seat himself at table, and to 
use his hands better. The electroencephalogram im- 
proved and epileptic fits ceased in 2 cases. Eczematoid 
conditions cleared quickly and the hair darkened. 

The authors estimate that from 20 to 40 infants with 
phenylketonuria are born in Great Britain every year. 
They advise that the treatment is worth trying in children 
2 years old or under when the G.Q. is not less than 20, 
and in those of 3 with a G.Q. of 30 or over and of 4 years 
with a G.Q. of 40 or over. As early treatment gives 
better results, they recommend that all infants should 
have their urine tested with the ferric chloride test at the 
age of 21 days. G. de M. Rudolf 


442. Use of Citrated Calcium Carbimide (Temposil) in 
Treatment of Chronic Alcoholism 

J. A. Smit, J. A. WoLFoRD, M. WesBer, and D. MCLEAN. 
Journal of the American Medical Association [J. Amer. 
med. Ass.) 165, 2181-2183, Dec. 28, 1957. 2 figs., 4 refs. 


Citrated calcium carbimide (‘* temposil ’’), like disul- 
firam, inhibits the oxidation of acetaldehyde, one of the 
stages in the breakdown of alcohol in the body. Its 
administration thus “* sensitizes ’’ the subject to alcohol 
taken subsequently, and it has been reported to be less 
liable than disulfiram to induce undesirable side-effects. 
The present paper reports the results of tests of the 
alcohol-temposil reaction in 73 male alcoholics com- 
mitted to mental institutions. Temposil was normally 
given in 50-mg. doses. The test dose of alcohol was 
given at varying intervals after a single dose or after re- 
peated daily doses of temposil for up to one week. A 
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_a person to alcohol were confirmed, but the drug is 


- not bear out this claim with regard to somnolence.) 


maximum of 2 oz. (60 ml.) of 100-proof whisky or 1 oz. 
(30 ml.) of 95% alcohol in water was used. 

The reaction, which was similar to that seen with 
disulfiram and alcohol, usually began within 5 to 15. 
minutes of taking alcohol, reached a maximum in about 
30 minutes, and lasted from 60 to 90 minutes, tailing off 
into lethargy and drowsiness. On the whole the symp- 
toms were considerably less violent than those observed. 
with disulfiram, marked hypotension being absent. No 
undesirable side-effects which could be attributed to the 
drug itself were observed. In only 4 instances did 
nausea and vomiting occur, and acetaldehyde shock was 
infrequent. Previous findings that a single dose of 50 
mg. of citrated calcium carbimide is sufficient to sensitize 


excreted much more rapidly than disulfiram and must 
be taken daily to be effective. R. J. Matthews 


443. The Results of Treatment of Psychotic States with 
Newer Phenothiazine Compounds Effective in Small Doses 
D. GOLDMAN. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 235, 67-78, Jan., 1958. 1 fig., 8 refs. 


The author has investigated the value of 4 recently 
introduced derivatives of phenothiazine, namely, “‘ com- 
pazine”’, “trilafon”’’ (perphenazine), “‘ vesprin”, and 
“Winthrop 13,645-5”’, in the treatment of psychotic 
states, comparing their effects with that of chlorpro- 
mazine (another derivative of phenothiazine). The sub- 
jects were hospital in-patients with chronic psychoses 
selected at random, 176 being given vesprin, 667 com- 
pazine, 206 trilafon, and 94 Winthrop 13,645-S. The 
dosages used varied widely. _ 

All the newer derivatives were found to be less irritating 
than chlorpromazine when injected intramuscularly. 
The author claims good results in cases of schizophrenia, 
manic-depression, and organic delirium; the longer the 
medication and the shorter the period of previous hos- 
pitalization, the more successful was the treatment. [It 
is impossible to say to what extent this claim is justified. 
The author regards the double-blind method of testing 
the efficacy of drugs as an unnecessary “‘ compulsion” 
and therefore took no steps to guard against an im 
advertent bias in assessing results and against the possi- 
bility that improvement was due not to the drugs tested, 
but to the increased attention given to the patients.] 

It was found that the most effective dosage in each case 
must be carefully established if unpleasant side-effects 
are to be avoided. Toxic reactions occurred only in the 
first 8 to 12 weeks of treatment and were rare. Allergic 
skin reactions and somnolence were noticed less often 
than with chlorpromazine. [The figures published do 


Compazine and trilafon may produce unpleasant feelings 
of “‘ turbulence” and tension states which make it im- 
possible for the patient to sit or lie still, while all the 
drugs may produce Parkinsonian symptoms. In no case 
was jaundice, agranulocytosis, or increase in weight 
observed during treatment, though it is recognized that 
the number of patients treated was too small to permit 
definite conclusions to be drawn about the absence of 
such complications with these drugs. F. K. Taylor 
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Dermatology 


-44, Raynaud’s Syndrome: Acrosclerosis; Scleroderma 
©. JABLONSKA, B. BuBNow, and B. LuKASIAK. British 
Journal of Dermatology (Brit. J. Derm.] 70, 37-43, Feb., 


1958. 5 figs., 17 refs. 


This paper from the Warsaw Medical School concerns 
te Clinical differentiation of the trophic changes of Ray- 
r ud’s phenomenon from those of true scleroderma. 
I. long-standing Raynaud’s phenomenon the skin of 
tie fingers becomes oedematous, indurated, and atro- 
rp lied, and sometimes resorption of the distal phalanges 
t: kes place. Capillaroscopy in Raynaud’s disease shows 
diated enlarged capillary loops with irregular, indented 
o tlines and aneurysmal dilatations of the walls; in 
sc eroderma the number of loops is substantially de- 
cicased and the capillaries are markedly deformed. The 
ai thors conclude that it is difficult, if not impossible, to 
di tinguish clinically between scleroderma-like changes 
in Raynaud’s phenomenon and early scleroderma, 
al:hough even in the latter changes are present in the 
se-mingly normal skin of the entire body. The disease 
de-cribed as “‘ acrosclerosis ” is, in the authors’ experi- 
en-e, a true scleroderma with coincidental Raynaud’s 
phenomenon. I. McLean Baird 


44.. The Efficacy of Tetracycline—Nystatin in the Therapy 
of ?ustular Dermatoses 

C. R. Remn, L. A. Lewis, and L. A. Dick. Antibiotic 
M:dicine and Clinical Therapy [Antibiot. Med.] 4, 771- 
780, Dec., 1957. Bibliography. 


‘she use of any of the broad-spectrum antibiotics may 
resvlt in monilial superinfections of various organs and 
tissues; this is more likely to occur in debilitated and 
elderly persons, in those requiring intensive and pro- 
longed dosage, in pregnant women, in the presence of 
diabetes or leukaemia, in patients receiving corticoster- 
oid treatment, and in infants. In such cases, therefore, 
the administration of the antifungal antibiotic nystatin in 
combination with tetracycline may be of benefit prophy- 
lactically. ° 

The authors treated 350 patients suffering from various 
pustular dermatoses (mainly pustular acne) with tetra- 
cyciine alone or tetracycline combined with nystatin. 
An excellent therapeutic response was obtained with both~ 
preparations. The concentrations of tetracycline ob- 
tained in the serum were similar, indicating that nystatin 
neither enhances nor interferes with the absorption of 
tetracycline. The over-all incidence of gastro-intestinal 
and other side-effects was the same in both series, though 
Nausea and vomiting and (surprisingly, according to the 
authors) anogenital pruritus were more common with 
tetracycline—nystatin. Dosage schedules were: (1) 250 
mg. of tetracycline 4 times a day; (2) 250 mg. of tetra- 
cycline and 250,000 units of nystatin 4 times a day; 
(3) 500 mg. of tetracycline 4 times a day; and (4) 500 mg. 


of tetracycline with 500,000 units of nystatin 4 times a 
day. Generally a 4-week course of treatment was given, 
but the authors advocate in some cases [acne, presum- 
ably] a daily maintenance dose of 100 to 500 mg. of tetra- 
cycline for up to 12 weeks after the original course. 


E. W. Prosser Thomas 


446. Significance of the Response of Acne Vulgaris to 
Antibiotics 


C. STRITZLER and L. FRANK. Antibiotic Medicine and 
Clinical Therapy [Antibiot. Med.] 5, 109-113, Feb., 1958. 
13 refs. 


Over a period of about 2 years a total of 374 patients 
with acne were treated with tetracycline, alone or in 
combination with oleandomycin, or with oxytetracycline, 
alone or in combination with novobiocin, the average 
dosage, after an initial loading period, being 250 mg. of 
the single or combined antibiotics daily or every other 
day for one to 6 months. The treatment included, in 
addition, frequent washing with a detergent cake soap, 
application of a lotion containing 3 to 5% resorcin and 
5 to 8% precipitated sulphur, and weekly or twice weekly 
shampoos with a suspension of selenium sulphide in 
detergent solution or a detergent cream containing sul- 
phur and salicylic acid. All patients were treated with 
topical measures alone for about one month before anti- 
biotic therapy was started, and were followed up for at 
least 3 months after its cessation. 

Of 90 patients treated with tetracycline, 81 (90%) 
were improved after treatment and 14 (17°) had relapsed 
3 months later. Of 43 treated with oxytetracycline, 31 
(72%) were improved and 6 (20%) relapsed. Of 79 
treated with oxytetracycline and noyobiocin, 62 (78°%) 
improved and 11 (18°) relapsed. Of 152 treated with 
tetracycline and oleandomycin, 140 (929%) were improved 
and 17 (12°) relapsed. 

It is concluded that antibiotics have a direct effect on 
the acne lesion. Since in 13 out of 15 cases in which 
antibiotic-resistant staphylococci were isolated from the 
acne lesions the same organisms were present in the naso- 
pharynx, it is postulated that the nasopharynx may be 


- the source of the staphylococci found in acne pustules. 


R. R. Willcox 


447. The So-called Cutaneous Type of Periarteritis 
Nodosa 

M. Ruiter. British Journal of Dermatology [Brit. J. 
Derm.] 70, 102-106, March, 1958. 2 figs., 6 refs. 


448. A Clinicopathologic Study of the Skin in Mongolism 
D. W. KerstTInG and J. F. RaAPAPortT. A.M.A. Archives 
of Dermatology [A.M.A. Arch. Derm.) T1, 319-323, 
March, 1958. 6 figs., 9 refs. 
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NEONATAL DISORDERS 


449. The Respiratory Minute Volume in the Newborn 
Infant 

H. Roserts and N. W. PLease. Journal of Obstetrics and 
Gynaecology of the British Empire (J. Obstet. Gynaec. 
Brit. Emp.) 65, 33-40, Feb., 1958. 2 figs., 7 refs. 


The effects of anaesthesia during labour and of oral 
administration of nikethamide on respiratory minute 
volume in: newborn infants was studied at Hammer- 
smith Hospital, London, minute volume being recorded 
by Donald’s trip spirometer. Minute volume was 
recorded on 2,217 occasions and corrected for body 
weight, and comparison was made between infants whose 
mothers received analgesics, gas and air, and no special 
treatment during labour. The minute volume in all 
infants fell during the first 3 to 5 hours after birth and 
fluctuated widely during the following 2 hours, but in 
infants whose mothers had been given pethidine the 
minute volume fell to a lower level for a longer time. 
Respiratory minute volume was also measured in 106 
infants, half of whom received 4 minims (0-2 ml.) of 
nikethamide in glucose water twice daily for 5 days 
and half glucose water only twice daily for the same 
period. The initial weights of these two groups of 
infants were similar, but the final minute volume was 
significantly greater in those receiving nikethamide. Of 
a further group of 114 infants, 47 were given 10 minims 
(0-6 ml.) of nikethamide in glucose water twice daily 
for 5 days, 44 were given glucose water only twice daily 
for the same period, and 23 received neither nikethamide 
nor glucose. The final minute volume in the nikethamide 
group was significantly greater than that in either of the 
control groups. The authors point out that nikethamide 
has a bitter taste which cannot be masked by flavouring, 
that it is not readily taken by infants, and that skilled 
nursing is essential to ensure that the drug is accepted. 

R. M. Todd 


450. A Comparison of the Effects of Whole Blood and 
Sedimented Erythrocytes in Exchange Transfusion 

T. R. C. Sisson, L. E. WHALEN, and A. TELEK. Pedia- 
trics [Pediatrics] 21, 81-90, Jan., 1958. 2 figs., 18 refs. 


In the first part of this paper from the University of 
Rochester School of Medicine and Dentistry, New York, 
an investigation is reported in which two groups of 6 full- 
term newborn infants with haemolytic disease due to Rh 
incompatibility were compared. All were treated by 
exchange transfusion, but one group received whole 
blood and the other sedimented cells from which the 
greater part of the plasma and diluent had been removed. 
All blood used for transfusion was less than 72 hours 
old and most of it less than 48 hours old. The size of 
each transfusion was governed by the weight of the baby. 
Samples of venous blood were taken before and after 
transfusion in each case and the haemoglobin content, 


Paediatrics 


146 


packed cell volume, plasma volume, blood volume, ery- 
throcyte volume, and haemoglobin mass estimated. The 
individual data and mean values for each group are tabu- 
lated, and comparison shows that the transfusion of 
sedimented cells was more effective than that of whole 
blood in correcting anaemia. 

In the second part of the paper the removal of bili- 
rubin from the blood by exchange transfusion in 47 
infants with haemolytic disease is studied, 23 having 
received whole blood and 24 sedimented erythrocytes. 
Here again it was found that the use of sedimented cells 
was advantageous in that the increase in concentration 
of bilirubin in the serum after transfusion was smaller and 
less rapid than when whole blood was used. 

John Murray 


451. Ammonia in the Blood in Newborn Infants 
R. L. CLEMMENS, S. B. SHEAR, and S. P. BEssMAN. Pedia- 
trics [Pediatrics] 21, 22-26, Jan., 1958. 3 figs., 19 refs. 


Estimations of the ammonia content of venous blood 
samples taken from 79 infants, both full-term and pre- 
mature, 30 minutes to 36 days after their birth at the 
University of Maryland Hospital, Baltimore, showed no 
correlation with clinical findings, sex, birth weight, or 
duration of labour. During the very early hours of life, 
before bacterial colonization of the gut could have taken 
place, the blood ammonia values were similar to those 
found later. In 10 cases simultaneous estimations were 
made of the blood ammonia and total bile-pigment 
levels, but no relationship between them was demon- 
strated. John Murray 


452. Complications of Hyperbilirubinemia in the New- 
born—Possible Relation to the Metabolism of Ammonia 
M. K. GorteNn, S. SHEAR, M. Hopspon, and S. P. Bess- 
MAN. Pediatrics [Pediatrics] 21, 27-39, Jan., 1958. 
6 figs., 42 refs. 


A study is reported from the University of Maryland 
Hospital, Baltimore, of 16 newborn infants with hyper- 
bilirubinaemia. The series included both full-term and 
premature infants and erythroblastotic and non-erythro- 
blastotic subjects, each of whom was treated by exchange 
transfusion on at least one occasion. The concentrations 
of ammonia nitrogen and bilirubin in the blood before, 
during, and after 20 exhange transfusions were deter- 
mined and compared with each other and with the clinical 
findings. Full details of the results of blood-group 
investigations carried out on the infants and their parents 
and of their family histories are given. 

Some correlaton was found between the concentrations 
of direct-reacting bilirubin and ammonia nitrogen in the 
blood, and it is postulated that a high level of blood 
ammonia together with impairment of liver function due 
to hyperbilirubinaemia causes failure of nerve cell meta- 
bolism, resulting in increased permeability of the cells to 
bilirubin and consequent kernicterus. 
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Three full case histories are given, including those of 
2 infants who died—one of kernicterus and one of acute 
liver damage and intracranial haemorrhage. 


John Murray 


43. Adrenal Changes in Post-term Infants and the 
P-acental Dysfunction Syndrome 
R. P. BOLANDE. 


J. Path.] 34,-137-147, Jan.—Feb., 1958. 7 figs., 18 refs. 
At Western Reserve University, Cleveland, Ohio, the 


5lacental dysfunction syndrome ’”’, all dying within 3 
dc: vs of birth, were examined histologically and the find- 
ins compared with those in 138 consecutive cases of 
perinatal death. Severe haemorrhagic necrosis of the 
fo-tal adrenal cortex was found in 10 (83-5%) of the 
ca-es in the former group and in 34 (24-6%) of those in 
th control series. The changes observed were indistin- 
gu shable from those of normal involution of the foetal 
ad enal cortex, which usually reaches a peak only during 
th second week of life. It is therefore suggested that 
the r presence in infants less than 3 days old indicates 
prccecious involution, possibly starting in utero, as a 
res lt of inadequacy of placental function. However, 
“i the absence of certain knowledge concerning the 
fur:ction of the fetal zone, to suggest that the lesions 
mi: ht be lethal by contributing to adrenal insufficiency 
wold be purely speculative ”’. H. S. Baar 


45<, Masking and Gowning in Nurseries for the New- 
bor: Infant. Effect on Staphylococcal Carriage and 
Inf ction 

J. O. Forrar and A. F. Maccase. British Medical 
Jou: nal [Brit. med. J.] 1, 76-79, Jan. 11, 1958. 15 refs. 


T» determine the effect of wearing masks and gowns on 
the incidence and carrier rate of staphylococcal infections 
in nurseries for newborn infants a controlled investiga- 
tion was carried out over a 3-month period in a maternity 
unit of the Northern Group of Hospitals, Edinburgh. 
At birth, infants were allocated at random to a 
“masked ” nursery where a strict gowning and masking 
regimen was observed or to an “ unmasked” nursery 
whee neither gowns nor masks were worn. The nur- 
ses were the same in both nurseries, but there was no 
direct contact between the infants. When the infants 
were fed the mothers were masked or unmasked accord- 
ing to the requirements of the nursery. An infant in 
whom infection developed was isolated immediately, and 
all infections, however trivial, were recorded, a swab 
being taken from the lesion wherever possible. As a 
routine, an eye swab was taken on the fourth day of 
life, a nasal swab on the eighth day, and an umbilical 
swab at the time of separation of the cord. Nasal swabs 
were taken from the staff four times during the period of 
the study. Other factors in nursery care, such as the 
washing of hands, cleansing of floors, temperature, and 
floor space per cot, were, so far as possible, kept constant 
in the two nurseries. 

No significant difference was found between the masked 
nursery (82 infants) and the unmasked (85 infants) in 
the infectivity rate, the incidence of infection at the 
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acrenal glands of 8 postmature infants and of 4 with the . 
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various sites, or the carrier rate for coagulase-positive 
staphylococci. Sensitivity tests to six antibiotics were 
carried out on all coagulase-positive staphylococci 
isolated, but no difference between the two nurseries in 
the drug-sensitivity pattern was observed. The staphy- 
lococci cultured from swabs taken from the nursing 
staff, however, showed a significant resistance to penicillin 
and streptomycin compared with those cultured from 

~ swabs from infants. It was estimated that more than the 
full daily working time of one nurse was spent on masking 
and gowning, and that the annual total cost of the 
former was about £280 and of the latter about £350. 
[This paper should: be a source of encouragement to 
the timorous who are inclined to give up masks and 
gowns but lack courage to do so.] David Morris 


455. Acquisition of Staph. aureus by Newborn Babies 
in a Hospital Maternity Department 
J. Coox, J. A. ParrisH, and R. A. SHooTER. British 


Medical Journal [Brit. med. J.| 1, 74-76, Jan. 11, 1958. 
8 refs. 


From St. Bartholomew’s Hospital, London, comes this 
report of an investigation to ascertain the routes by which 
staphylococci spread in nurseries of the maternity wards. 
Each suspected component in the newborn infant’s 
environment was studied in turn to determine that respon- 
sible for the presence of the organism in the infant’s nose 
during the first few days of life. Nasal swabs were taken 
from 53 full-term breast-fed infants daily, and by the 
10th day all grew staphylococci; of 44 stools from 12 of 
these babies, 23 contained the organism. The role of 
bedding as a source of staphylococcal infection was 
studied in 16 cases by examining the blankets daily; in 
each case positive cultures were obtained from the blan- 
kets before the organism was grown from the baby’s 
nose. Although each baby started with freshly laundered 
blankets, 8 out of 16 blankets éxamined fresh from the 
laundry were found to carry staphylococci. In 10 
cases the baby was placed 4fter birth in a cot containing 
sterilized bedding, yet in each case the organism was 
grown from the baby’s nose between the 2nd and 10th 
days, and in all but 2 the bedding became contaminated 
before the baby. The use of 1% chlorhexidine hand 
cream by the attendants was then introduced; 2 months 
after this was started a further trial was carried out over — 
a 3-month period, 31 babies being discharged during 

this time, from 29 of whom staphylococci were isolated. 
However, this was the first time during the investigation 
that any babies had gone home without staphylococci in 
their nose, while 3 remained free of them for the first 
12 days. The routine use of gowns was enforced for all 
nurses and others handling another 35 babies, of whom 
2 remained free of staphylococci at 12 days. In 55 cases 
triple dye (brilliant green 2-29 g., proflavine hemisulphate 
1-14 g., and crystal violet 2-29 g. in 1,000 ml. water) was 
painted on the umbilical cord at birth and daily till the 
cord separated; in 17 of these there was no growth of 
staphylococci in the nose by the 12th day. When both 
gowns.and triple dye were used 8 infants out of 30 studied 
were free of organisms after 12 days. Out of 50 mothers 
with 51 babies, 21 pairs were found in which both mother 
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and child were positive nasal carriers. In 10 of these the 
organisms isolated from mother and child differed in 
their sensitivity to antibiotics, while of the other 11 
pairs, in 9 the organisms were of different phage types. 
In 20 cases the skin of the mother’s breast was examined 
daily; in 9 of these the baby became a nasal carrier of 
staphylococci before the organisms were isolated from 
the mother’s breast, in 7 they were isolated from both 
sites on the same day, and in 4 the mother’s skin was 
positive before the baby’s nose. Sensitivity tests showed 
that in most cases the organisms isolated from mother 
and baby were alike, and phage-typing confirmed this 
in 6 of 8 cases. It is thus suggested that in many cases 
the baby is responsible for depositing staphylococci on 
the breast. 

[This paper illustrates the difficulty of tracking down 
the source of infections in maternity nurseries. The 
authors’ finding that application of triple dye to the 
umbilicus combined with the use by the nurses of an 
individual gown for each baby reduced the nasal carrier 
rate on the 12th day by 25 to 30% would be worth 
confirming by means of a controlled trial.] 

David Morris 
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456. Growth and Development in a Group of Children 


of Very Low Birth Weight 

C. M. ‘Drituien. Archives of Disease in Childhood 

[Arch. Dis. Childh.] 33, 10-18, Feb., 1958. 7 figs., 9 refs. 
The author has followed up 69 children born in Edin- 

burgh hospitals over a period of 9 years who weighed 


3 Ib. (1-36 kg.) or less at birth. There were 46 girls and 
23 boys. Due allowance for prematurity was made in 
calculating the chronological age. Except for those in 
the first 6 months of life, all but 5 were below the average 
weight at the time of their last examination, many con- 
siderably so. Measurement of the height of 53 of the 
children showed retardation in this respect also, though 
not so much as in weight. However, only 6 children had 
reached the expected height for their age. There was 
po tendency for physique to improve with age. 

The developmental quotient (D.Q.) of 38 of the children 
between the ages of one and 5 years was determined, the 
Gesell tests being used for those under 3 years and the 
Terman—Merrill test for the older children. Only in 13 
cases was the D.Q. 90 or over, in 13 it was between 75 
and 89, in 7 it was between 50 and 74, and in 4 it was 
below 50, children with the lowest birth weight tending 
to have the lowest D.Q. Of 21 children of school age 
investigated, only 3 were considered to be of average 
intelligence. 

As in other studies, a higher incidence of infections, 
especially lower respiratory ones, was found in the pre- 
mature babies during the first 3 years of life than in 
full-term babies. In children of 3 years and under the 
incidence was 4 times higher than that in a control group 
of maturely born children. Six of the premature infants 
had cerebral palsy. Apart from retrolental fibroplasia, 
there was a high incidence of visual defects, and of myopia 
in particular. It was thought [on rather inadequate 
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grounds, although the author realizes the difficulties of 

assessment] that the incidence of emotional problems 

was abnormally high in the group of children studied. 
R. S. Illingworth 


457. The Prognosis of Bronchiectasis in Childhood 
A. W. FRANKLIN. Archives of Disease in Childhood 
[Arch. Dis. Childh.] 33, 19-23, Feb., 1958. 3 refs. 


Out of 191 patients admitted during the period 
1946-52 to a school for bronchiectatic children between 
the ages of 5 and 8 years, all of whom were observed by 
the author throughout their 6- to 18-month stay, 171 
have been followed up for 3 to 10 years. This series of 
cases is here analysed and the findings reviewed with 
special reference to prognosis. 

It was found that an early onset (under 2 years of age) 
was associated with a more serious prognosis, whereas 
in many of the less severe cases the condition tended to 
improve as the years passed, and in some the symptoms 
disappeared in adolescence. On admission, 38 patients 
were assessed as “ invalid”, 70 as “ delicate’, and 63 
as “well”; on final assessment the corresponding 
figures were 15, 23, and 130, 3 children having died. 
Surgical treatment was carried out in 71 cases before or 
after the patient’s stay in the home. In the remainder 
the extent of involved lung remained fairly constant 
during the period of observation and follow-up, and the 
author therefore counsels against repeated radiography 
and bronchography and recommends a conservative 
therapeutic approach. Wilfrid Gaisford 


458. A New Method of Treatment of Interstitial Plasma- 
cell Pneumonia of Premature Infants with Quinquevalent 
Antimony and Aromatic Diamidines. (Ein neues Behand- 
lungsverfahren der interstitiellen plasmazelligen Pneu- 
monie Friihgeborener mit fiinfwertigem Stibium und 
aromatischen Diamidinen) 

G. IvApy and L. PALpy. Monatsschrift fiir Kinderheil- 
kunde [Mschr. Kinderheilk.] 106, 10-14, Jan., 1958. 
5 figs., 47 refs. 


In this paper from the Paediatric Clinic of the Univer- 
sity of Szeged, Hungary, the authors review the various 
forms of treatment for interstitial plasma-cell pneu- 
monia which have been advocated in the literature. 
These have included short-wave and x-ray therapy and 
the administration of hyaluronidase aerosol, nitrogen 
mustard, bismuth, oestrogens, antibiotics, and ACTH 
and cortisone, all with equivocal or poor results. Nor 
has treatment been more successful either with antipro- 
tozoal agents in the hands of those authorities who 
regard the causative agent, Pneumocystis carinii, a8 a 
protozoon, or with fungicides and antimycotics in the 
hands of those who consider it to be a yeast. In these 
circumstances the authors considered the use of hitherto 
untried drugs to be justified in the hope of lowering the 
high mortality of interstitial plasma-cell pneumonia, 
directing their attention to those possessing properties 
inimical alike to protozoa and fungi. They finally chose 
for clinical trial one quinquevalent antimony product, 
ethylstibamine (“ neostibosan”), and two aromatic 
diamidines, pentamidine and stilbamidine. 
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Ethylstibamine was used in the treatment of 14 infants 
ffering from interstitial plasma-cell pneumonia in doses 
o° 0-05 g. daily intramuscularly for 10 to 12 days; 11 
wore cured and 3 died. Pentamidine was administered 
ir daily doses of 4 mg. per kg. body weight intramuscu- 
lesly for 10 days to 4 infants, all of whom were cured. 
S lbamidine was administered intravenously in a daily 
d. se of 4 mg. per kg. to one infant only; a transient 
st »ck-like reaction occurred, but the patient was cured. 

While believing that these drugs offer more hope of 
cise than any others hitherto employed, the authors 
ke>p an open mind on the exact manner in which they 
ex rt their beneficial action. While ethylstibamine is 
cc.itraindicated only in the presence of nephritis and 
as ‘tes, stilbamidine has the disadvantage that it must 
be administered intravenously, with risk of thrombosis; 
it ‘so may give rise to various side-effects, mostly tran- 
sit cy (which can, however, be minimized by slow 
in} ction or controlled with adrenaline) and, more rarely, 
mc.’ produce toxic neuritis. Pentamidine and ethyl- 
sti’ amine would appear to be the drugs of choice. 

( linical improvement in the authors’ cases was rapid, 
thc igh the radiological picture might remain unaltered 
for many weeks. Once treatment had commenced no 
det. rioration was ever seen radiologically. The authors 
em: hasize that it is vital for successful treatment that it 
be tarted early. The possibility of interstitial plasma- 
‘celi pneumonia should be constantly borne in mind in 
corsidering the case of any premature or weakly newborn 
bab whose respirations are increased and whose breath- 
ing :s distressed, in whom circumoral cyanosis is present 
anc mucus appears in the mouth, and in whom physical 
sigs of lung disease are absent or difficult to detect. 
The diagnosis is made from the x-ray findings and may 
be confirmed by a complement-fixation test. It is equally 
vita: to remember that interstitial plasma-cell pneumonia 
may frequently be complicated by bronchopneumonia 
and ‘hat immediate antibiotic therapy must be instituted 
in any suspected case of mixed infection. 

E. S. Wyder 


459. Interstitial Plasma Cell Pneumonia and Pneumo- 
cystis carinii 

A. ArizTia, W. BUSTAMANTE, L. Moreno, A. DoBERTI, 
C. RoMAN, T. Pizzi, and M. Diaz. Journal of Pediatrics 
[J. Pediat.] 51, 639-645, Dec., 1957. 6 figs., 15 refs. 


Pneumocystis pneumonia was until recently considered 
to be a disease which occurs only on the Continent, and 
mainly in Central Europe. In 1955 the first case to be 
recognized in Great Britain was reported, and this was 
followed by reports of isolated cases from the U.S.A. 
[and from Canada]. Since 1951 the occurrence of the 
disease in Chile has been suspected, and the present 
authors report the clinical observations and pathological 
findings in the first 10 cases studied at the Children’s 
Hospital “‘ Calvo Mackenna’”’, Santiago, in which the 
Presence of the parasite was demonstrated. Both the 
clinical features and the histological appearances, includ- 
ing the morphology of the parasite, were typical. 

[This series resembles those reported by Continental 
authors in the predominance of premature and under- 
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nourished babies, whereas in the other cases hitherto 
reported from non-European sources cytomegalic inclu- 
sion disease and agammaglobulinaemia were apparently 
the predisposing factors.] H. S. Baar 

460. Torsion of the Stomach as a Cause of Vomiting in 


Infancy 
S. Eex and H. HaAGetsteen. Lancet [Lancet] 1, 26-28, 
Jan. 4, 1958. 8 figs., 2 refs. 


The aetiology, radiological appearances, and treatment 
of torsion of the stomach are discussed in this paper from 
University Hospital, Oslo. The main symptom is 
vomiting, sometimes ‘projectile, in the first few weeks 
of life; it may be confused with pyloric stenosis without 
palpable tumour. A barium-meal examination (in the 
upright position and with a special harness) shows rota- 
tion of the stomach on its long axis so that the greater 
curvature lies uppermost and the posterior surface of the 
stomach anteriorly. The transverse colon is carried up 
with the greater curvature and lies between the liver and 
anterior abdominal wall or diaphragm. Treatment 
consists in reduction by placing the infant in the prone 
position or on its right side. Vomiting usually ceases 
immediately, and in those infants who have lost weight 
normal weight is restored. Holding the infant’s head 
down seldom reduces the torsion, nor does filling the 
colon with barium with the infant upright. 

The mechanism appears to be as follows. When an 
infant lies on its back a potential space between the liver 
and the anterior abdominal wall can become a real space 
when there is a gas-filled transverse colon ready to move 
into it; in these circumstances the colon rotates the 
stomach to which it is attached by the gastro-colic liga- 
ment. This mechanism can be reproduced post mortem. 

The authors state that the condition is not rare and that 
in 1956 and the first 4 months of 1957 they diagnosed 
about the same number of cases of it as of congenital 
pyloric stenosis. Charles Nicholas 


461. Environmental Influences Related to the Aetiology 
of Congenital Dislocation of the Hip 

R. G. Recorp and J. H. Epwarps. British Journal of 
Preventive and Social Medicine [Brit. J. prev. soc. Med.]12, 

8-22, Jan., 1958. 3 figs., 32 refs. 


The work described in this paper from the University. 
of Birmingham was carried out in an attempt to identify 
the genetic and environmental agencies which may be 
associated in the causation of congenital dislocation of 
the hip and the mechanism by which they predispose to 
dislocation. A survey, made in 1956, of the records of 
two Birmingham hospitals disclosed that 186 Birmingham 
children had been treated for this defect who had been 
born in the years 1942-52, and since these are the only 
hospitals in that city which undertake such treatment, 
this figure probably indicates approximately the total 
incidence amongst children born in the area during these 
years. Information obtained from the hospital notes, 
and that given retrospectively by the parents of 167 of 
the children when visited, provided data for analysis. 

The main facts derived from the hospital notes were 
as follows. The annual incidence was 0-65 per 1,000 
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live births; the ratio of females to males was 6:1; 64% 
of the hips affected were left hips; both hips were affected 
in 25% of cases, the right hip alone in 20°%, and the left 
hip alone in 55%. Other congenital defects were present 
in 16°% of cases compared with an over-all incidence of 
congenital malformations of all types, uncovered in the 
first year of life, of 3°4 (Grundy and Lewis-Faning, 
Morbidity and Mortality in the First Year of Life, 
London, 1957). The average birth weight was low and 
there was no conclusive evidence that this was due to an 
excess of premature births. The liability of first-born 
children to congenital dislocation of the hip was estimated 
to be double that of second- or third-born children, and 
this was true at every maternal age. The number of 
propositi who were born during the winter months 
(first and last quarters of the year) was significantly 
greater than that which would be expected from the 
seasonal distribution of all births in England and Wales 
for the same period, and there was a corresponding 
deficiency of propositi born in the second and third 
quarters. There was a positive correlation between the 
relative incidence of congenital dislocation of the hip 
and the mean air temperature for the month of birth. 

From the information provided retrospectively by the 
mothers the authors were able to confirm the known 
association of congenital dislocation of the hip with 
breech delivery, the incidence of which was 43°% for the 
males and 12% for the females in this series compared 
with only 3% for all live births in Birmingham in 1950. 
The proportion born by caesarean section was 3-6%, as 
against 2-1°% of all live births. The fertility of mothers 
of the propositi was estimated to be only 81°% of that in 
a suitable control series (as measured by the average 
interval recorded between marriage and first and sub- 
sequent births, irrespective of the use of birth control). 
The frequency of a similar defect in older and younger 
sibs was about 5%. 

From the foregoing facts is built up a concept of 
causation [only an outline of which can be given here] 
which is multifactorial both genetically and environ- 
mentally. The hip is a structure of such complexity and 
variability that to postulate a single gene substitution 
in causation is unrealistic. Given a genetic predisposi- 
tion to abnormality, the expression of it may be greatly 
influenced by environment before, during, and after 
birth. Imperfect knowledge makes it difficult to dis- 
tinguish between the effects of foetal genotype and those 
of environmental factors operating before and during 
birth. Nevertheless, while there is no firm evidence that 
the actual conditions of birth have any influence—the 
incidence in babies delivered by caesarean section was 
not reduced—the higher incidence in first-born children 
suggests that some features of the uterine environment 
special to first parity are of importance. As regards the 
influence of environmental factors after birth, an im- 
portant clue may be the excess incidence in children born 
in the winter months. Rejecting the possibility that 
this could be related either to seasonal changes in mater- 
nal diet or to the effect of changes in temperature on the 
tone of the uterus and abdominal musculature or on the 
tone of foetal muscles, the authors consider the most 
likely explanation to lie in the heavier clothing and cot 
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coverings which babies have to endure in cold weather, 
and which restrict movement. 

As a possible mechanism by which these factors pre- 
dispose to dislocation it is suggested that excessive pres- 
sure of application of the head of the femur leads to 
acetabular dysplasia and to a differential growth rate, 
the femoral head enlarging normally and the develop- 
ment of the acetabulum failing to keep pace with it, and 
evidence in support of this hypothesis is assembled from 
various sources. The stability of the hip-joint, as deter- 
mined genetically, is in most cases such that no com- 
bination of environmental factors, however deleterious, 
will lead to dislocation. Only in a minority—the least 
stable genetically—do unfavourable environmental fac- 
tors become effective, their importance diminishing as 
the genetic tendency to instability increases. This would 
explain racial differences in the incidence of the defect 
and also perhaps the difference in incidence between 
males and females. E. Lewis-Faning 


462. Orthopedic Surgery in Cerebral Palsy 
J. Mortens and H. MoLter. Danish Medical Bulletin 
[Dan. med. Bull.] 5, 52-58, Feb., 1958. 7 refs. 


The role of orthopaedic surgery in the treatment of 
cerebral palsy is discussed with reference to operations 
performed upon 114 children, constituting 16°% of the 
patients attending the clinic for cerebral palsy at the 
Orthopaedic Hospital, Copenhagen, during the period 
1950-6 inclusive. Only 6 patients underwent operations 
on the upper limb—arthrodesis of the wrist or tendon 
transfer or both—with functional improvement in 3 cases 
and cosmetic improvement in 2, one case being too 
recent for assessment. Altogether, 111 patients under- 
went operations on the lower limbs, as a result of which 
7 patients were enabled to walk for the first time, 5 of 
them without support, and 74 others gained some im- 
provement. The various individual procedures carried 
out totalled 325 in the whole series of 114 cases. 

The authors favour early operation in order to estab- 
lish a better walking pattern, and particularly to control 
deformities of the knee and foot. In the earlier part of 
the period under review treatment was mostly by 
lengthening of the hamstring or gastrocnemius muscles 
or of the Achilles tendon, while Grice’s method of foot 
stabilization was-also used. In the later years the two 
operations described by Eggers—transection of the 
patellar retinacula with transplantation of the hamstring 
tendons to the femur, and patellar advancement by trans- 
fer to the tibial tuberosity—have been found of value. 
In the correction of deformities of the hip, although 
tenotomy of the adductor muscles with partial neurec- 
tomy has been performed with benefit in a number of 
cases, osteotomy in older children has given more satis- 
factory results. Neurectomy, apart from the obturator 
nerve, is considered to be rarely indicated. 

The short period of observation in many of the cases 
is emphasized, and it is conceded that the favourable 
results may be only temporary. It is stressed that 
although the improvement after surgery may be only 
slight, in children with severe motor handicap even 4 
slight improvement is to be welcomed. Peter Ring 
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453. Fluoridation of Public Water Supplies and Its 
kelation to Musculoskeletal Diseases 

Cc. L. STemnBerG, D. E. Garpner, F. A. SmitTH, and 
li. C. Hopce. New England Journal of Medicine [New 
Engl. J. Med.) 258, 322-325, Feb. 13, 1958. 12 refs. 


The authors, at the University of Rochester School of 
Medicine and Dentistry, studied the fluoride content of 
specimens of joint tissue from 14 patients with different 
forms of arthritis and one patient without arthritis, all 
o: whom had ingested fluoridated water for approxim- 
a-zly 4 years, the findings being then compared with those 
ir 11 patients with arthritis and 2 without who had lived 
ir an area where fluoridation of the water was not carried 
ot. The majority of the specimens were obtained at 
n cropsy on patients who had suffered from osteoarthritis. 
Ir. none of the patients were there radiological signs of 
bene fluorosis, such as sclerosis of the lumbar vertebrae 
or calcification of the spinal ligaments. 

No difference was detected between the two groups in 
the fluoride content of bone. Analysis of the results 
re-ealed that fluoride concentration increased gradually 


4 wi h age and tended to be higher in males than in females. 
oi Tle fluoride content compared favourably with that 
i fo.ind in the normal skeleton and in subjects exposed to 
rn ex-essive amounts of fluoride. 

hich ‘t is pointed out that if the drinking water contained 


fluoride in the proportion of one part per million (p.p.m.) 
a person drinking one quart (946 ml.) daily would have 
accumulated within the skeletal system from 3,000 to 
4,600 p.p.m. by the age of 70 years. Even if all the 


tab- extra fluoride were deposited during the course of 50 
“trol years the amount of fluoride in bone would increase to 
tof only 6,000 p.p.m. This concentration would have no 
by unioward effects. It is concluded that although con- 
# sumption of drinking water to which fluoride has been 
* foot added results in an increase in the fluoride content of the 
a bones, the increase is not sufficient to cause injury to 
the health. A. Garland 
string 
trans- 464. The Effectiveness of Routine Examination of 
value. Schoolchildren 
hough J. A. H. Lee. British Medical Journal (Brit. med. J.] 1, 
eurec- 573-576, March 8, 1958. 12 refs. 
ber of An analysis of the causes of rejection from National 
> satis: Hi Service of a group of 450 males in the age group 18-19 
uratot @ and of the matched Schooi Health Service records showed 
that only 50% of the defects present at the pre-Service 
@ cases examination were recorded at any time during school 
yurable @ life. The two records were in close unison only in respect 
d that Hof defective vision. The percentage of defects present 
e OnlY BH which had been noted on the school records of 210 volun- 
aa 4 @ teers who were rejected for Boy Service with the Royal 


Air Force was 66. This higher percentage was due to 
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the greater proportion of boy volunteers rejected because 
of defects of vision. If these last were excluded from 
both groups, the percentage of defects causing rejection 
which were noted on the school records was 47 for the 
National Service men and 43 for the R.A.F. boy 
volunteers. 3 

The author discusses the possible reasons for the dis- 
crepancies between the school miedical records and the 
findings at the pre-Service examination, and suggests 
that there is need for a reassessment of the effectiveness 
of the “ periodic medical inspections” of the School 
Health Service. H. P. Tait 


465. Serological Epidemiology of Poliomyelitis in Central 
Scotland 


R. C. MAcLgeop, L. G. MACGreGor, H. E. LARMINIE, 
and NW. R. Grist. Scottish Medical Journal (Scot. med. 
J.] 3, 76-81, Feb., 1958. 5 figs., 5 refs. 


From the University of Glasgow the authors report 
the results of an investigation into the distribution of 
naturally acquired antibodies of the 3 types of polio- 
myelitis virus among children in Central Scotland. 
This was carried out in 1955-6, before the introduction of 
prophylactic immunization, with the primary object of 
discovering children without antibody who could take 
part in the Medical Research Council’s trials of British 
poliomyelitis vaccine. The children studied ranged in 
age from one to 15 years and were drawn from two main 
sources, 182 being the children of doctors (55°%) or their 
friends (45%), while the remaining 286 children were 
mostly (74°%) in-patients in infectious diseases hospitals, 
the rest being selected from general practice or from day 
nurseries or children’s homes. The children came from 
Glasgow, Dundee, Stirlingshire, and Kilmarnock, but it 
is emphasized that they were in no way representative 
of the general population of these areas. 

Analysis of the results for the whole series showed a 
progressive development of immunity through the years 
of childhood. Several children had acquired antibody 
to all 3 types of virus by their third birthday. Although 
the total number of children with antibody to Type-I 
virus (236) was slightly greater than the numbers with 
antibodies to Type II (194) and Type III (197), curves 
showing the increase with age in the proportion of chil- 
dren with antibodies of each type were similar, indicating 
a widespread prevalence of all 3 types of virus. Children 
of families in Social Grades I and II of the Registrar- 
General’s classification were found to develop anti- 
bodies at a later age than children of Grades HI, IV, 
and V, 58°% of children under the age of 5 in the former 
grades being without antibody compared with 27% of 
those in the latter, while even in the age group 10-14 
years there were a few children in Grades I and II who 
had still not developed antibody. This difference could 
not be attributed to differences in size of family. It was 
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also noted that children from more isolated areas 
tended to begin to acquire antibody at a slightly later 
age than those from the towns. A. Ackroyd 


466. Poliovirus Studies in Central Scotland 

L. G. MacGreGor, H. E. LARMINIE, J. MCLAUGHLIN, 
R. G. SomMERVILLE, and N. R. Grist. Scottish Medical 
Journal (Scot. med. J.] 3, 82-85, Feb., 1958. 9 refs. 


The results are reported from the University of Glas- 
gow of the examination of 2 specimens of faeces and of 
blood obtained, at an interval of 10 to 14 days, from 
each of 249 suspected cases of poliomyelitis occurring in 
children between the ages of one and 11 years in Central 
Scotland during the summer of 1956. 

Poliomyelitis virus was isolated in HeLa-cell tissue 
cultures from the stools in 38 (68°%) of the 56 cases diag- 
nosed clinically at the time of collection of the second 
specimen as paralytic poliomyelitis, in 13 of the 135 
cases diagnosed as aseptic meningitis, and in 2 of the 58 
cases classified as “‘ other conditions”. Adenovirus 
was isolated in 6 cases, 4 being of paralytic poliomyelitis, 
and unidentified viruses in 18 cases. Of the 53 strains 
of poliovirus isolated, 7 were of Type I, 23 of Type II, 
and 23 of Type III. In 21 of the 56 cases of paralytic 
poliomyelitis poliovirus was isolated during the first 
week of illness, while poliovirus was isolated from 80°% 
of patients under the age of 3. A fourfold or greater 
rise in titre of antibody to the homotypic virus was 
demonstrated in 11 out of 47 pairs of sera from cases of 
paralytic poliomyelitis, while in 28 cases high levels of 
antibody to the infecting virus were present in both the 
specimens of serum examined. A. Ackroyd 
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467. Comparison of the Clinical Features and Results 
of Treatment of Chemical and Thermal Burns in Industry. 
(Matepvantl KJIMHHKH H 
TepanHH XHMHYCCKHX TPaBM H 
TEPMHYECKHX OMOFOB) 

N.S. Sortnson. [ueuena Tpyda u I] pogeccuonanenvie 
S3adonesanua (Gig. Truda prof. Zabolev.] 1, 36-42, No. 6, 
Nov.—Dec., 1957. 5 figs., 9 refs. 


This paper is based on an analysis of 1,127 cases of 
burns, both thermal and chemical, treated at the Gorky 
Institute of Industrial Hygiene and Occupational 
Diseases. The patients were all employed at a chemical 
factory and were injured at work. 

Acids and alkalis tend to cause much necrosis and 
rarely produce vesicles.. Strong acids produce a slough 
with clearly defined edges, its colour varying with the 
nature of the acid, which separates slowly; haemorrhage 
is unlikely on account of vascular thrombosis. Alkalis 
penetrate more deeply than acids, since they dissolve 
protein, the slough being softer and red-brown in colour, 
later becoming black; a saucer ulcer forms and profuse 
haemorrhage may occur. These burns heal more 
slowly and are more painful than acid burns. In general 
chemical burns affect the limbs more often than thermal 
burns, while all industrial burns are more common in 


the summer months because less clothing is worn. 
Primary shock develops less often, more slowly, and to 
a lesser degree with chemical burns than with comparable 
thermal burns, the former being generally smaller in 
area but deeper. Haemoconcentration and subsequent 
anaemia are more pronounced with thermal burns. 
Chemical burns cause a greater disturbance of liver func- 
tion than thermal burns. This is shown by the develop- 
ment of hypoglycaemia and hypercholesterolaemia and 
by the results of liver function tests. 

The conventional methods of treatment are described, 
Of the 1,127 patients treated, 6 (0-53°%%) died, all with 
extensive burns (3 thermal and 3 chemical). Three 
patients were rendered permanently unfit for work, 10 
returned to light work, and the remaining 1,108 (98-3°%%) 
returned to their former occupation. Basil Haigh 


468. Heat Stress in Non-ferrous Foundries 
D. Turner. British Journal of Industrial Medicine [Brit. 
J. industr. Med.] 15, 38-40, Jan., 1958. 3 refs. 


A study is reported from the Medical Research Council 
Environmental Hygiene Research Unit, London, of the 
predicted and the observed rates of heat loss by evapora- 
tion of sweat in 10 subjects exposed to various thermal 
conditions in a foundry during summer, a total of 98 
observations being recorded. The subjects were weighed 
while fully dressed before and after work; fluid intake and 
output were noted, and the fluid loss so determined was 
taken as the amount of sweat evaporated, from which 
the rate of heat loss by evaporation was calculated. The 
value was compared with the amount of heat which the 
** standard ” man must lose each hour by the evaporation 
of sweat to maintain himself in thermal balance in the 
environment in which the actual sweat loss observations 
were made; this was calculated from the globe thermo- 
meter reading, the air speed, and the metabolic rate. 

There was very close agreement between the observed 
and calculated rates of heat loss by evaporation, particu- 
larly in the range where heat stress became significant. 

W. K. S. Moore 


469. Dermatoses in the Manufacture of Glass Fibre 

W. B. McKenna, J. F. F. Smiru, and D. A. MACLEAN. 
British Journal of Industrial Medicine [Brit. J. industr. 
Med.) 15, 47-51, Jan., 1958. 4 figs., 3 refs. ; 


Glass fibre is manufactured by winding strands of mol- 
ten glass falling from a perforated crucible, the strands 
being sprayed with a mist of cold water and an appro- 
priate emulsion which differs according to the intended 
use of the finished fibre. Workers are exposed to high 
temperatures (80° to 90° F.; 27° to 32° C.), high relative 
humidity (60 to 70°), and the risk of thermal burns and 
penetrating wounds of the hands and feet. 

A survey of skin conditions in 126 male operatives in 
a fibre-glass factory revealed 8 cases of paronychia and 
deformity of the nails, 14 cases of folliculitis involving 
the legs, arms, and occasionally the hands, and 63 cases 
of maceration of the skin in the 4th interdigital cleft of 
the toes. The interdigital lesions suggested fungus infec- 
tion, but this was not confirmed, a specific organism 
(Trichophyton rubrum) being cultured in 2 cases only. 
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‘uch interdigital maceration, however, was commoner 
«mong workers wearing leather boots or shoes than 
tose wearing wooden clogs; it is suggested that resin 
and glass fibre reduce the porosity of the shoe leather, 
s» creating conditions conducive to hyperhidrosis of the 
feet. In the cases of paronychia no “ bolstering ” typical 


© pyogenic or yeast infections was observed, but there. 


yas radiological evidence in 3 cases of glass spicules in 
toe skin of the nail base. It is recommended that such 
svicules should be removed immediately by an experi- 
e..ced industrial nurse. 

Although sensitization of new workers to the chemicals 
o the emulsions has been reported, the folliculitis noted 
i: these cases has not previously been described. The 
c! nical features resemble those of oil folliculitis, and the 
rcaction is attributed to the hydrogenated vegetable oils 
a: d organic chemicals which the emulsions contain. 

W. K. S. Moore 


4°). The Prognosis in Industrial Dermatitis 
F. F. Hevurer. British Medical Journal [Brit. med. J.] 1, 
1 5-198, Jan. 25, 1958. 9 refs. 


“rom the General Infirmary at Leeds the author reports 
th. results of an inquiry into the after-history of a number 
of patients with industrial dermatitis who had been 
rei -rred to him for a specialist’s opinion by the Ministry 
of National Insurance 4 to 6 years previously. Question- 
ari.S were sent to 196 patients and replies were received 
fron about three-quarters of them. From the data 
this obtained the author concludes that 72°% of patients 
wii industrial dermatitis of sufficient severity to warrant 
the'r stopping work will have further attacks whatever 
they do, and that in 59°% of cases their earning capacity 
may be reduced. The prognosis is worse for those 
patients who are over 50 than for younger patients, and 
for those who have been affected by primary irritants as 
opposed to sensitizers. He concludes that “in most 
cass, every effort should be made to keep the man work- 
ing at his old job with suitable precautions ”’. 

{There is a danger that a false idea of industrial derma- 
titis may be given by this paper unless it is realized that 
it is based upon findings in a sample of the comparatively 
small proportion of patients who are kept away from 
work by reason of dermatitis for at least 3 weeks, or who 
are regarded by their own doctor as sufficiently severely 
affected to require a specialist’s opinion.] R. E. Lane 


47|. Farmer’s Lung. A Form of Pneumoconiosis Due 
to Organic Dusts 

R. C. FRANK. American Journal of Roentgenology, 
Radium Therapy, and Nuclear Medicine [Amer. J. Roent- 
genol.| 79, 189-215, Feb., 1958. 17 figs., bibliography. 


Farmer’s lung, otherwise described as thresher’s lung, 
harvester’s lung, and bronchomycosis feniseciorum, is a 
form of pneumoconiosis which has frequently been 
reported in Great Britain and elsewhere during the past 
25 years, but has received scant attention in the American 
medical literature. The present author considers that 
farmer’s lung is a specifically identifiable disease of con- 
siderable importance to agricultural workers, in the 
U.S.A. as elsewhere, particularly those engaged in dairy 


farming. In his experience the disease is the cause not 
only of severe and incapacitating illness in certain cases, 
but also of much minor sickness, resulting in financial 
loss to the workman and his employer and often necessi- 
tating a change of occupation. He here reports a 
series of 27 cases admitted to hospitals in Wisconsin, 
together with a review of the relevant world literature, 
in the hope of stimulating experimental studies and 
clinical investigations into the many problems of this 
complex disease. 

While the condition is subject to wide variations in 
onset and course, two fundamental reactions are con- 
sidered to be involved in the disease process—an initial 
pulmonary response to the inhalation of organic dusts, 
involving a granulomatous reaction associated with 
interstitial fibrosis, followed later by sensitization to 
these dusts, with progressive pulmonary fibrosis after 
repeated exposures. The disease is attributed to the 
inhalation of dust from severely mouldy hay, grain, or 
silage, but despite the presence in such dusts of various 


fungi the condition cannot be regarded as a form of 


pulmonary mycosis. It is distinct from silo filler’s 
disease, but similar in many respects to bagassosis and 
byssinosis, which are due to exposure to dusts from sugar 
cane and cotton respectively. 

A detailed account of illustrative cases with reproduc- 
tion of radiographs is given, and the aetiology, pathology, 
clinical features, differential diagnosis (including the use 
of lung biopsy), and treatment of the disease are dis- 
cussed 


[An important omission is the lack of reference to the 
extensive researches of Schilling and his co-workers into 
the cognate problem in cotton-workers.] 

A. Meiklejohn 


472. Health Hazards from Dusts of the Rare Metals 
Tantalum and Niobium. (Matepuansi 
XapaKTepHCTHKe MINH PeMKHX MeTANNOB—TaHTana 
HHOOHA) 

Ju. L. Ecorov. Tpyda u 
Sadoneeanua [Gig. Truda prof. Zabolev.] 1, 16-22, No. 
6, Nov.—Dec., 1957 [received March, 1958]. 4 figs. 


In this paper from the Sechenov Medical Institute, 
Moscow, the author describes clinical and experimental 
investigations into the toxic effects of dusts containing 
tantalum and niobium and their compounds, as encoun- 
tered during manufacturing processes, and discusses the 
provision of satisfactory working conditions. 

Clinical studies were carried out at a plant where 
these metals were produced and processed, 22 subjects, 
divided roughly into chemical workers and welders, 


- being examined. On the whole very little evidence of 


tantalum or niobium poisoning was found apart from 
radiological signs of early pulmonary fibrosis and, in one 
or 2 cases, chronic atrophic rhinitis. 

Experimental investigations are described into (1) the 
fate of tantalum after its absorption into the body through 
the respiratory and alimentary tracts, (2) the solubility 
of tantalum and niobium compounds in media resemb- 
ling tissue fluids, (3) the general toxic properties of these 
metals in the body, and (4) the fibrogenic action of tan- 
talum and its compounds on the lungs. By means of 


radioactive indicators it was shown that tantalum taken 
by mouth is almost completely excreted into the intestine 
during the first few days; there was no evidence of re- 
absorption from the intestine. The dusts of tantalum, 
niobium, and their compounds which are formed during 
industrial processes are highly dispersed and are insoluble 
(tantalum) or almost insoluble (niobium) in fluid media 
of similar pH to that of tissue fluids. In keeping with 
this very low solubility, tantalum and niobium have only 
very slight general toxic properties. The action of dust 
containing tantalum and its compounds on the structure 
of the lungs varies with the type of dust inhaled. In 
general, the lungs show thickening of the interalveolar 
septa, proliferation of histiocytes, and thickening of the 
walls of the blood vessels. These changes are most 
pronounced after exposure to potassium fluorotantalate, 
followed by tantalum pentoxide and metallic tantalum. 
The effects of niobium and its compounds are less marked 
than those of tantalum. 

Dust suppression methods are advocated in the manu- 
facture and processing of these rare metals. 

Basil Haigh 


473. Toxic Properties of Sonfe Dialkyl and Trialkyl Tin 
Salts 

J. M. Barnes and H. B. Stoner. British Journal of 
Industrial Medicine [Brit. J. industr. Med.] 15, 15-22, 
Jan., 1958. 1 fig., 19 refs. 


The dialkyl and trialkyl tin salts have different toxico- 
logical characteristics—the former commonly cause 
damage to the bile ducts and liver, while the latter give 
rise to symptoms related to the central nervous system. 

Dibutyl tin dichloride (D.B.T.C.) appears to be the 
most toxic of the dialkyl homologues when given by 
mouth or applied to the skin. Single oral doses of 
50 mg. of D.B.T.C. per kg. body weight cause a transient 
illness with lesions in the bile ducts. The cholangitic 
lesions produced by the lower homologues (dipropyl and 
diethyl in that order) are decreasingly severe, while 
dimethyl tin dichloride has no effect on the bile duct, 
although it does cause severe destructive lesions of the 
skin. Skin lesions are also observed after application 
of diethyl tin salts. The dipentyl, dihexyl, and dioctyl 
compounds, in that order, cause decreasingly severe 
lesions of the bile duct following oral and percutaneous 
administration, but the dioctyl compound injected intra- 
venously is just as toxic as D.B.T.C. In addition, 
the pentyl and hexyl derivatives cause haemorrhagic 
adrenal lesions. The practical importance of these 
findings is that, as the dialkyl tin salts are used as 
stabilizers in plastics, dioctyl tin dichloride might be the 
safest stabilizer in plastic material for wrapping food. 

The trialkyl tin salts are used as fungicides and insecti- 
cides. In rats, triethyl tin acetate in a single dose just 
exceeding the LDso (4 mg. per kg. body weight) causes 
immediate mild anaesthesia lasting 1 to 2 hours, followed 
by recovery. The rats, however, develop increasing 
muscular weakness and die within 2 to 5 days. A similar 
effect is produced by a diet containing 10 to 20 parts per 
million (p.p.m.) of triethyl tin hydroxide. The higher 
homologues have an increasingly high LDso. The LDso 
of trimethyl tin acetate is 9-1 mg. per kg. body weight, 
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and the toxic effects are very similar to those of triethyl 
tin acetate. When given by mouth tri-n-propyl acetate 
is more toxic than the isopropyl compound, but the 
reverse is true when the drugs are given intravenously. 
However, the results on intravenous injection of all the 
trialkyl compounds are very irregular, and it has not 
been found possible by this method to establish the LDso 
of each compound. Tri-n-butyl tin acetate is even more 
toxic than the tri-isopropyl compound when given intra- 
venously, but less toxic when given by mouth. Pro- 
longed. administration of tri-n-butyl tin acetate in the 
diet in concentrations of 50 and 100 p.p.m. causes 
increasing loss of weight. With the higher dose there 
is some degree of bile-duct injury and a significant in- 
crease in the water content of the spinal cord. Only 
superficial injury follows application to the skin of tri-n- 
butyl tin acetate. Although the tributyl tin salts are 
less toxic to rats than triethyl tin acetate, they are equally 
good fungicides. The higher trialkyl salts are inactive 
in this respect. W. K. S. Moore 


474. The Toxicology of Epoxy Resins 

C. H. Hine, J. K. KopAMA, H. H. ANDERSON, D. W. 
SIMonsON, and J. S. WELLINGTON. -A.M.A. Archives of 
Industrial Health [A.M.A. Arch. industr. Hlth] 17, 129- 
144, Feb., 1958. 26 refs. 


The toxicity of epoxy resins and of the “ curing 
agents” which react with them to make plastics was 
determined in experiments on mice, rabbits, and rats at 
the University of California School of Medicine, San 
Francisco. Toxicity varied greatly in different species, 
and results are tabulated. In general, the toxicity de- 
creased with increasing molecular weight, the most 
toxic being the resin EPON 562, which has a molecular 
weight of 300 and an LDsp of 5 g. per kg. for rats and 
1:87 g. per kg. for mice given by stomach tube, and 
0-38 g. per kg. for rats intraperitoneally. Exposure to 
the vapour and chronic feeding had only slightly toxic 
effects. No characteristic results were observed at 
necropsy. Of the “‘ curing agents’, 1:3-diaminocyclo- 
hexane was the most toxic, and caused some central 
stimulation and convulsions, followed by depression. 
Repeated application of the resins to the skin caused 
irritation, and 3 cases are described in which this 
had occurred in factory workers. It is concluded that 
the “‘ uncured” resins have only slight toxicity, and the 
** cured ” products practically none. V. J. Woolley 


475. Some New Data on Chronic Industrial Manganese 
Poisoning. (Hekotoppie HoBbie O XPOHH4ECKOH 
MapraHllem) 

L. N. GRACIANSKAJA. Tpyda u IT pogeccuo- 
HaneHele 3adonesanua [Gig. Truda prof. Zabolev.] 1, 
30-35, No. 6, Nov.—Dec., 1957. 7 refs. 


Despite the considerable volume of literature on man- 
ganese poisoning, the present author considers that 
several aspects of the subject have received insufficient 
attention, in particular the following. 

(1) The possibility of manganese poisoning among 
miners of the metal. Of those exposed to pyrolu- 
site and manganese carbonate, some evidence of organic 
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symptoms was found in 10° and definite chronic 
manganese poisoning in 3°%%. No case of Parkinsonism 
was found. 

(2) The occurrence of chronic manganese poisoning 
in electric welders. This is associated with working in 


confined spaces with inadequate ventilation, and in nor- 


mal working conditions there should be no risk. 

(3) The early diagnosis of chronic manganese poison- 
ing. The author stresses the importance of this in view 
of the gravity of the later stages, but admits the need for 
‘urther information, which can be obtained only by 
-he frequent periodic examination of workers handling 
manganese and its compounds. A description is given 
of the signs and symptoms of the three stages of chronic 
“nanganese poisoning, and the lack of any specific features 
:n the early stage is pointed out. 

(4) The treatment of chronic manganese poisoning. 
“he use of aneurin and, in later stages, of neostigmine, 
-itravenous procaine, atropine, and scopolamine is 
rientioned, but it is urged that much more work is neces- 
sary to make treatment more effective. Basil ‘Haigh 


476. Treatment of Cadmium Poisoning with Edathamil 
Calcium Disodium 

1. H.Cotrrer. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.] 166, 735-736, Feb. 15, 1958. 
8 refs. 


The author, reporting from Columbia University and 
the Presbyterian Hospital, New York, describes the suc- 
cessful use of sodium calciumedetate (calcium diso- 
dum ethylenediamine tetraacetate) in 3 cases of cadmium 
poisoning due to exposure at work. The chelating agent 
was given in 0-5-g. doses by mouth every 3 hours during 
the day for 1 to 2 weeks. In each case the mental 
symptoms improved and the signs of respiratory and 
hepatic disturbance disappeared. The author considers 
that this treatment has advantages over that with dimer- 
cuptopropanol. Hi. B. Stoner 


477. The Diagnostic and Therapeutic Use of Edathamil 
Calcium Disodium (EDTA, Versene) in Excessive Inor- 
ganic Lead Absorption 

W. J. H. Leckie and S. L. Tompsett. Quarterly Journal 


of Medicine [Quart. J. Med.) 27, 65-82, Jan., 1958. 
6 figs., 25 refs. 


From the University of Edinburgh an account is given 
of an investigation to determine the optimum dose of 
sodium calciumedetate (EDTA) to be employed in the 
treatment of lead poisoning and the best method of its 
administration. The volunteer subjects were 8 men 
employed in a wire mill who were constantly exposed to 
the risk of lead absorption by inhalation and, in 7 cases, 
also by ingestion. The control subjects were 8 men with 
pulmonary tuberculosis who could not have been ex- 
posed to any unusual quantity of lead during the previous 
6 months. One of the 8 volunteers from the wire mill 
had symptoms of acute lead poisoning—marked pallor, 
a blue line on the gums, and a history of severe colic 
some 12 days earlier—and was treated separately. The 
remaining 7 had no symptoms other than a metallic taste 
in the mouth, but all were found to have punctate baso- 
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philia, while in 4 cases the urinary coproporphyrin excre- 
tion was significantly increased. In these last 4 cases 
the effects of different dosages of EDTA given over 
varying periods of time on lead excretion in the urine was 
studied, the drug being given intravenously at intervals 
and the lead excretion being measured in a succession of 
12-hour specimens of urine. In the 3 cases without 
coproporphyrinuria various investigations into the action 
of EDTA were carried out. In the control group the 
effect of a single dose of 2 g. of EDTA on lead excretion 
was observed. 

From their findings the authors conclude that the 
optimum dose of EDTA for the treatment of chronic 
lead poisoning is 2 g. given in saline by intravenous 
infusion over 6 hours daily in 5-day courses, the courses 
being separated by rest periods of 3 or 4 days. During 
each course the total amount of lead excreted in the 
second 24 hours should be determined, and when this is 
reduced to less than 1-5 mg. it may be assumed that the 
greater part of the available lead has been removed. The 
total dose of EDTA given in any one course should prob- 
ably not exceed 5 g. per 30 lb. (0-37 g. per kg.) body 
weight. Increasing the daily dose above 2 g. did not 
significantly increase the rate of lead excretion. In one 
case 50 mg. of EDTA caused the excretion of 1,430 pg. 
of lead in 48 hours, whereas a dose 80 times larger (4 g.) 
increased the excretion only to 3,660 wg. When the 
infusion was given over 6 hours almost twice as much 
lead was excreted as when the same dose of EDTA was 
given over one hour. A single dose of “ parathormone ” 
given together with EDTA had no effect on lead mobiliza- 
tion, while hydrocortisone suppressed the elimination of 
lead, the EDTA being excreted without delay. A reduc- 
tion of the plasma pH alone caused a rise in the 24-hour 
lead excretion; when EDTA was being given a similar 
reduction of plasma pH appeared to increase the rate of 
excretion of the drug, but to diminish its effect on lead 
excretion. 

It is suggested that EDTA may be used for diagnostic 
purposes. After receiving 2 g. of EDTA the control 
subjects excreted between 0-22 and 0-65 mg. of lead in 
24 hours, whereas none of the men who had been exposed 
to lead absorption excreted less than 1-7 mg. in 24 hours 
after a 1- or 2-g. dose of EDTA. Without EDTA there 
was little difference in the urinary lead excretion of the 
two groups—between 19 and 190 yg. in 24 hours for the 
controls and 50 and 200 yg. for the exposed subjects. 

In the case of acute poisoning a most satisfactory 
excretion of lead in the urine was obtained by giving 
0:5 g. of EDTA intravenously over 3 hours twice daily 
in two 4-day courses with an interval of 3 days. The 
second course produced less than half the excretion 
resulting from the first course and it seemed that the 
available lead was being rapidly eliminated. After an 
interval of 7 weeks a third course produced a smaller 
excretion of lead than the second course, showing that 
the amount of lead available for chelation had been 
permanently reduced by the first two courses. It is 
recommended that in the treatment of severe lead poison- 
ing EDTA should be given continuously, or at least in 
six-hour infusions twice daily, for the first 48 hours. 

M. A. Dobbin Crawford 
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478. A Medico-legal Study of the Humane Killer. 
(Viehschussapparate in gerichtlichmedizinischer Sicht) 
J. I. OpersteG and O. HEGGLIN. Schweizerische medizin- 
ische Wochenschrift [Schweiz. med. Wschr.] 88, 163-167, 
Feb. 15, 1958. 7 figs., 16 refs. 


This paper from the Institute of Forensic Medicine 
of the University of Basle gives an account of the various 
types of apparatus used for the humane slaughter of 
cattle and smaller animals. It is pointed out that with 
increasing numbers of humane killers (for which no 
licence is required in Switzerland) being used by butchers 
and farmers, the opportunities for their use for suicide 
and even for murder have similarly increased. Refer- 
ence is made to a number of cases reported in the litera- 
ture, and the authors describe a case of their own and 
discuss the characteristics and identification of humane- 
killer wounds. 

The free-bullet type of apparatus is now only used for 
heavy bulls (and even this is now prohibited in Germany), 
the most common type of killer having a captive bolt. 
The authors point out that with this there can be no 
question of inflicting a wound from a distance as the 
bolt does not travel more than 10cm. Hence the wound 
has the characteristics of a close gunshot wound, though 
its exact nature will depend on whether or not the weapon 
is held vertically to the surface. In the case of head 
wounds, owing to the elasticity of the skin the entrance 
wound is smaller than that in the bone. Pieces of skin 
or comminuted bone fragments may be found in the 
depths of the wound and are considered to be character- 
istic, while the blackened halo around the entrance wound 
is typical. 

The authors point out that the purpose of the humane 
“ killer”’ is to stun the animal only, after which it is 
killed by bleeding. Similarly in man, unless the vital 
centres are affected, death will not be immediate and may 
not occur for some hours or days; as the shot is nearly 
noiseless this delay may be of importance in murder 
cases in fixing the time of the crime. This type of appara- 
tus is likely to be used for suicidal or homicidal purposes 
only by those familiar with its operation, such as butchers 
and farmers [and veterinary surgeons]. 

W. K. Dunscombe 


479. Sudden Unexpected Death in Infancy. Observa- 
tions at Autopsy and a Theory as to Its Mechanism 

D. Stowens. A.M.A. Journal of Diseases of Children 
[A.M.A. J. Dis. Child.] 94, 674-681, Dec., 1957. 8 figs., 
23 figs. 


Many of the recent studies of the pathology of un- 
expected death in infants have, as the present author 
points out, suffered statistically from being too small in 
numbers or—more important—from being “‘ based on 
minor tissue alterations commonly found at necropsy, 
the importance of which has not been supported by 
clinical observations or bacteriologic or virologic investi- 
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gations’. The author, working in the paediatric section 
of the Armed Forces Institute of Pathology, Washington, 
D.C. has the advantage of receiving details of some 
5,000 such cases per annum occurring in children under 
the age of 14 years, together with necropsy material in 
about half the cases. In this paper 200 selected cases of 
sudden death in infants who had last been seen “‘ostensibly 
well” are discussed. Almost all were in the age range 
1 to 5 months, the peak incidence being in the second 
month of life. Only 3-5°% of the infants were premature. 
The only consistent anatomical feature was an increase 
in the weight of the lungs (from 50 to 125% on Coppo- 
letta and Wolbach standards), which was due mainly to 
oedema or to haemorrhages. Only 36 cases (18%) 
showed microscopic evidence of a specific disease (18 
different diagnoses), apart from the pulmonary oedema 
or overdistension of alveoli. The results of culture of 
the heart blood and lung tissue, available in 58% of the 
cases, revealed only one pathogenic organism, Staphylo- 
coccus aureus, which was present in 7 cases; in no case 
was a virus recovered. The author [wisely] considers 
that minute collections of lymphocytes in various organs 
(without other evidence of inflammation) are no proof 
of infection. He attributes the low incidence of positive 
findings to this and also to the strict selection for study 
only of cases in which the patient had shown no symp- 
toms of illness before being found dead. The variable 
weights of the thymus gland recorded were accepted as 
within the normal limits. None of the cases had 
aroused the suspicion of “ medical and police authori- 
ties”. The significant findings of acute alveolar 
expansion, attributed (in the absence of other change) to 
bronchospasm, of vomiting in 48°%, and of copious fresh 
faecal evacuation in 23% (also attributed to reflex spasm) 
are put forward as theoretic observations for considera- 
tion, the author stressing the immaturity in infants of 
this age of the adult inhibition of such visceral reflexes. 
Keith Simpson 


480. Acute Renal Failure Due to Poisons and Drugs 
G. M. Butt, A. M. Joekes, and K. G. Lowe. Lancet 
[Lancet] 1, 134-137, Jan. 18, 1958. 3 figs., 16 refs. 


The authors describe 16 cases of acute renal failure 
due to poisons and drugs, mercury being responsible in 
3 cases, oxalic acid, hydrochloric acid, and lysol in 
1 case each, alcohol in 2 cases, and various sulphona- 
mide drugs in 8. All 3 patients with mercurial 
poisoning recovered, the 2 who had taken oxalic acid 
and hydrochloric acid respectively and the 2 alcoholics 
died, while the patient who had imbibed lysol recovered. 
Of the 8 cases due to sulphonamides, 5 showed obstructive 
anuria and 3 sulphonamide sensitivity, a patient in each 
group dying from complications added to the renal 
condition. The original symptoms were oliguria and 
haematuria, but no sulphonamide crystals were seen. 
The highest blood urea level found in any survivor of the 
16 patients was 380 mg. per 100 ml. V. J. Woolley 
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eduction of Blood Loss 


WW. N. ROLEASON. Anaesthesia [Anaesthesia] 13, 56-58, 
‘an., 1958. 5 refs. 


In an attempt to reduce blood loss during operation 
ine author has tried the effects of a continuous infusion 
«f adrenoxyl. For this, 50 mg. of adrenoxyl was dis- 
< ved in either 1 pint (0-6 litre) of 5% glucose in water 
cr in 1 pint of “ plasmosan”, and drip administra- 
ton started 15 to 30 minutes before operation. The 
rite of flow was 30 to 40 drops per minute until the 
(eration started, after which the rate was adjusted to 
1.atch the blood loss. For premedication pethidine, 
s opolamine, and chlorpromazine were given. Anaes- 
t.esia was induced with thiopentone and maintained 
v ith nitrous-oxide-oxygen and curare or suxamethonium 
with pethidine or trichlorethylene supplementation; 
h ‘perventilation was employed. Whenever possible the 
s! e of operation was raised above the horizontal. 

This method has been used for 61 patients undergoing 
a vide variety of operations lasting from one to 4 hours. 
Tre systolic blood pressure usually remained between 
8 and 110 mm. Hg. The author considers that with 
g od surgical haemostasis the method gives a relatively 
d: ’ surgical field, and reduces the need for blood trans- 
fu.ion both during and after operation. 

Mark Swerdlow 


42. Controlled Respiration by Central Depression 
D. J. CoLeMEN, R. L. HaArGrove, and P. O. Jones. 
Av.aesthesia [Anaesthesia] 13, 59-62, Jan., 1958. 23 refs. 


The authors report their experience in 150 cases in 
which they used dipipanone to induce apnoea for con- 
trolled respiration. Following premedication with 
“omnopon” and hyoscine or morphine and atropine 
pa.ients were given 25 mg. of dipipanone by intravenous 
injection; after an interval the larynx was sprayed 
wiih local anaesthetic and intubation performed. Occa- 
sionally a small dose of thiopentone was given to hasten 
incuction. Immediately after intubation nitrous-oxide— 
oxygen was administered and the respiration controlled. 
Before surgery started a further 25 mg. or more of dipip- 
anone was administered; thereafter doses of 5 to 25 mg. 
of the analgesic were given as required. A continuous 
infusion of suxamethonium, the rate of flow being kept 
to a minimum, was used to provide muscular relaxation. 
At the end of operation 1-mg. doses of nalorphine were 
given until adequate respiration returned. The total 
dose of dipipanone used ranged from 15 to 150 mg., the 
mean amount being 6-3 mg. per minute. Despite the fact 
that most of the patients were elderly and debilitated and 
that they were undergoing major surgery, there was never 
any difficulty in re-establishing respiration. The method 
has the advantages -that the risks of high dosage of 
muscle relaxants are avoided, that it is easier to recognize 
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if anaesthesia becomes too light, and that postopera- 
tively the patient will be pain-free and quiet for several 
hours. Mark Swerdlow 


483. Respiratory Effects of the Thiobarbiturates 
M. SwerDLow. British Journal of Anaesthesia [Brit. J. 
Anaesth.] 30, 2-12, Jan., 1958. 2 figs., 30 refs. 


A comparative investigation of the respiratory effects 
of thiopentone, thiamylal, and thialbarbitone is reported 
from Salford Royal Hospital. Each drug was given 
in equipotent dose to 60 patients, and the apnoea 
time, minute volume, and tidal volume were determined 
serially. 

It was found that thiopentone caused significantly 
greater respiratory depression than either of the other 
two drugs. The author suggests that the barbiturates 
depress the central control of respiration more than the 
peripheral mechanism, and that in deep anaesthesia the 
respiration is dependent on aortic and carotid chemo- 
receptors. 

The discussion contains a review of much of the 
literature and the results of the study are clearly presented 
in tables and histograms. Ronald Woolmer 


484. Clinical Significance of the Effects of Thiopentone 
and Adjuvant Drugs on Blood Sugar and Glucose Toler- 
ance 

J. W. Dunpee and U. M. Topp. British Journal of 
Anaesthesia [Brit. J. Anaesth.] 30, 77-82, Feb., 1958. 
1 fig., 10 refs. 


In this paper from the University of Liverpool a study 
is reported of the effects of thiopentone and adjuvant 
drugs upon the blood sugar level and glucose tolerance 
in a number of patients subjected to operation under 
anaesthesia. There was no significant hyperglycaemia 
after thiopentone—nitrous-oxide—oxygen anaesthesia, with 
and without curare or pethidine as adjuvants, except 
when morphine was given for premedication. The rise 
in the blood sugar level after morphine is attributed to 
respiratory depression. The hyperglycaemia produced 
by a slow infusion of 5% dextrose was not appreciably 
increased by the above combination of drugs. [Ether 
was not tried.] Ronald Woolmer 


485. Nitrous Oxide Anaesthesia without Harm 
J. W. Mostert. British Medical Journal (Brit. med. J.) 1, 
502-503, March 1, 1958. 11 refs. 


A method of administration of nitrous oxide to healthy 
patients without premedication for short operations is 
described, and its physiological basis discussed. The 
method consists in “‘ washing out” the 80% of nitrogen 
normally contained in the lungs and replacing it by oxy- 
gen, so that the decline in the oxygen content of the lung 
gases during the subsequent administration of nitrous 
oxide will start from 100% instead of 14-29% and hypoxia 
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will be avoided. This aim is achieved by giving pure 
oxygen at a rate of 10 litres per minute for 2 minutes. 
Then pure nitrous oxide is administered for one minute, 
when anaesthesia will be established and will allow 
surgery for 2 to 3 minutes. 

It is claimed that this method has two main advantages. 
(1) Anaesthesia is achieved more rapidly and is deeper 
than with other methods using nitrous oxide; this is 
attributable to the more rapid diffusion of gases per- 
mitted by the elimination of nitrogen, whose rate of 
diffusion is very much slower than that of oxygen or 
nitrous oxide. (2) The inhalation of 100°% oxygen as 
opposed to the normal 20% contained in the atmosphere 
causes an increase in the oxygen content of the blood by 
11% of the total, providing a reservoir of oxygen for 
use during the period of inhalation of pure nitrous oxide. 

M. Maclean 


486. Suxamethonium Chloride in Hot Climates 
R. A. RoLuison. Anaesthesia [Anaesthesia] 13, 68-72, 
Jan., 1958. 19 refs. 


Having noted that suxamethonium appeared to have a 
diminished effect in hot climates, the author, at Univer- 
sity College Hospital, Ibadan, Nigeria, compared the 
suxamethonium as usually employed with a fresh, 
refrigerated batch of the drug. Two groups, each of 
100 healthy patients aged between 16 and 50 years, were 
given either 0-3 g. of thiopentone with 100 mg. of 
refrigerated suxamethonium or 0:3 g. of thiopentone 
with 100 mg. unrefrigerated suxamethonium, the resulting 
duration of apnoea being noted. This was significantly 
longer in the patients who had received the refrigerated 
drug. In this group of patients relaxation was always 
adequate for endotracheal intubation and _ fibrillary 
muscle twitches almost always occurred, whereas in the 
patients who received the non-refrigerated drug twitchings 
were rare and relaxation was occasionally inadequate for 
intubation. 

Chemical assay of the non-refrigerated drug showed 
that considerable hydrolysis had occurred. The findings 
are discussed, and it is recommended that in hot climates 
suxamethonium solutions should be stored at tempera- 
tures below 4° C. or the powder should be used. 

[The dose of suxamethonium employed would appear 
to be unnecessarily large.] Mark Swerdlow 


487. Hypothermia in 363 Pediatric Surgical Procedures 

G. B. Lewis, M. D. LeiGu, and M. K. BELTON. Anaes- 
thesia and Analgesia; Current Researches [Anesth. 
Analg. curr. Res.) 37, 20-28, Jan.-Feb., 1958. 17 refs. 


The authors, reviewing their experience in the use of 
hypothermia at the Children’s Hospital, Los Angeles, 
stress the importance of accurate diagnosis and 
adequate preoperative preparation. For premedication 
scopolamine alone is given to infants, and to older chil- 
dren a barbiturate and an opiate in addition. The patient 
is anaesthetized with cyclopropane, intubated, and the 
respiration controlled. The body temperature, electro- 
cardiogram, and alveolar carbon dioxide concentration 
are recorded continuously. Body temperature is lowered 
by immersing the patient in an ice bath, from which he 
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is removed when the temperature is about 4° C. above 
that desired. For open heart surgery a temperature of 
29° to 31°C. is employed. A dose of succinylcholine 


is given intravenously just before circulatory occlusion . 


to prevent contractions of the diaphragm during 
cardiotomy. 

Of the 363 cases reported, 310 were undergoing cardiac 
surgery; 35 involved surgery inside the right heart, and 
in these the circulation was occluded for an average of 
53 minutes. Complications included cutaneous inflam- 
mation and necrosis, apnoea, and acute pulmonary 
oedema. Of the 12 deaths attributed to hypothermia, 
8 were due to irreversible ventricular fibrillation and 
one to cardiac arrest. Some cardiac arrhythmia devei- 
oped in all the patients undergoing cardiac surgery or 
manipulation. In fatal cases ventricular fibrillation or 


‘arrest was usually preceded by marked bradycardia, 


which did not respond to 100°%% oxygen or to atropine. 
No serious cardiac dysfunction occurred during non- 
cardiac operations under hypothermia. 

Mark Swerdlow 


488. Some Observations with the Use of Hypothermia 
in Neurosurgery 

S. L. VANDEWATER, W. M. LouGHeeED, J. W. Scott, 
and E. H. BotrereLL. Anesthesia and Analgesia; Cur- 
rent Researches [Anesth. Analg. curr. Res.| 37, 29-36, 
Jan.—Feb., 1958. 3 figs., 14 refs. 


The authors review their experience with induced 
hypothermia in 100 neurosurgical patients, 83 of whom 
were undergoing operation for cerebral aneurysm, at 
the Toronto General Hospital. In most cases premedi- 
cation was with chlorpromazine, promethazine, and 
pethidine, 50 mg. of each. Anaesthesia was induced 
with the same drugs given by slow saline drip and main- 
tained with nitrous oxide, oxygen, and trichlorethylene; 
in the most recent cases halothane was used instead of 
trichlorethylene. The patient was immersed throughout 
surgery in a bath of water and chopped ice; rewarming 
was started as soon as-the lesion had been dealt with. A 


temperature below 30° C. was employed unless contra- 


indicating factors were present. 

Serious cardiac arrhythmias were infrequent, and when 
they did occur were almost invariably transient. 
Changes in blood pressure and pulse were related more 
to anaesthesia than to temperature. Respiration was 
clinically adequate in all except a few early cases in which 
induction was by thiopentone. The pH of the arterial 
and venous blood ranged from 7:1 to 7-5, tending to vary 
inversely with the temperature. In 57 cases occlusion 
of one or both carotid arteries was carried out; post- 
operative electroencephalograms showed no cerebral 
damage. 

The complications encountered included ventricular 
fibrillation, prolonged spontaneous hypotension, and 
postoperative thrombosis of the anterior cerebral 
artery. There were 18 deaths, the highest mortality and 
morbidity occurring in patients with recently ruptured 
cerebral aneurysms. ‘ 

The authors consider that hypothermia is a useful 
adjunct in anaesthesia for neurosurgery, but that induced 
hypotension is best avoided. Mark Swerdlow 
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4:9. Radiotherapy in Myasthenia Gravis. (La roent- 
g-nterapia del timo nella malattia di Erb—Goldfiam) 

A. SANTAGADA. Radioterapia, radiobiologia e fisica 
n-dica [Radioter. Radiobiol. Fis. med.| 13, 58-88, 1958. 
2. refs. 

Clinical details are given of 19 cases of myasthenia 
giavis treated by radiotherapy at the Radiological Insti- 
tie of the University of Bologna. Treatment was by 
the method of Bollini with deep x rays at 180 kV, filter 
o! 0-5 mm. Cu and 2 mm. Al, and 30 to 35 cm. F.S.D. 
Tiree fields were used, one anterior over the sternum 
ai d two posterior and oblique. The dosage was 200 r 
pe’ field per day to a total of 1,800 r per field. There 
wis evidence of thymic tumour in only 4 cases. The 
or'y drawback of the treatment is the transitory “ nega- 
tiv: phase ”’, seen in 15 of the cases, during the first 10 
davs. There was no radiation sickness. 

Cf the 19 patients, 12 were cured and 4 improved, while 
3 ied. The use of posterior fields is thought to be of 
spc cial value in irradiating the dorsal sympathetic ganglia. 
Th: course of radiation may be repeated after 3 to 5 
months, and a total of 3 courses is usually advisable. 
Th s method is considered to be the treatment of choice, 
anc: preferable to surgery. J. Walter 


49¢. Clinical and Statistical Report on Cases of 
Turmour of the Maxillary Antrum Treated Radiologically, 
1927-52. (Rendiconto clinico-statistico dei casi di 
tun.ore del seno mascellare trattati radiologicamente dal 
1927 al 1952) 

E. BALZARINI. Radioterapia, 
mecica [Radioter. Radiobiol. 
3 fies., 25 refs. 


The results of radiotherapy in 77 cases of tumours of 
the maxillary antrum treated at the Radiological Institute 
of the University of Milan between 1927 and 1956 are 
reported. A distinction is made between primary antral 
growths (34 cases) and those, mainly of alveolar origin, 
involving the antrum by extension (43 cases). Cases of 
primary growth have a shorter history than the others, 
being often silent until adjacent structures are invaded. 
Among 69 histologically confirmed cases the chief types 
were: epidermoid carcinoma, 29; adenocarcinoma, 4; 
sarcoma, 17;  reticulo- or lymphosarcoma, 8. The 
incidence of secondary nodes in the neck was surprisingly 
high—27% at the start of treatment and 14% later; 5 
cases were bilateral. 

The chief line of treatment was primary radical surgery 
(upper jaw resection) followed in 15 to 20 days by irradia- 
tion with intracavitary radium on a mould (25 cases); 
2.mg. tubes (with filter of 0-5 mm. platinum) on the sur- 
face were arranged to give a homogeneous surface dose 
of 0-75 to 1-5 mc. destroyed per sq. cm. in 6 to 7 days. 


radiobiologia e fisica 
Fis. med.] 13, 42-57, 1958. 
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In inoperable cases and cases of mesenchymal tumour 
(23 cases) external irradiation (chiefly with x rays) was 
used, usually through 2 fields, giving tumour doses of 
1,500 to 4,000 r. 

The results were comparable to those in other reported 
series. At 5 years the survival rate was 43-7%, with 
36°6% considered cured. If the relatively benign giant- 
cell tumours are left out these figures become 39% and 
31-:2% respectively. The corresponding figures for epi- 
thelial tumours were 42:8% and 40% and for connective- 
tissue and reticulo-endothelial tumours 31-8% and 18-19%. 
In cases of primary antral tumour the 5-year survival 
rate was 32:2°%, with 22-5°%% cures, and in the cases of 
secondary involvement the figures were 50% and 47:5°% 
respectively. Recurrences are uncommon, but may 
appear after 5 years; their prognosis is not hopeless, as 
is shown by survival for 5 years in 4 out of 11 such cases 
treated. Combined radical surgery and irradiation 
gave the best results, with 13 5-year survivors out of 25. 
Partial surgery plus irradiation gave much inferior results. 
External irradiation used alone in advanced cases gave 
relatively good results—4 5-year survivors out of 19; 
multiple fields should be used, or convergence or pendu- 
lum therapy, and good palliation at least is attainable. 

J. Walter 
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491. The Relative Merits of Encephalography and Ven- 
triculography for the Investigation of Intracranial Tumours 
G. Nori&én and I. Wicksom. Journal of Neurology, 
Neurosurgery and Psychiatry [J. Neurol. Neurosurg. 
Psychiat.] 21, 1-11, Feb., 1958. 7 figs., 15 refs. 


In the authors’ experience encephalography in cases of 
increased intracranial pressure or posterior fossa tumour 
entails practically no danger of coning if the examination 
is carried out according to the technique recommended 
by Robertson or by Lindgren. In Lindgren’s technique, 
which is the one adopted by the authors, the fluid—gas 
exchange is carried out in fractions of 5 to 10 ml., the gas 
always being injected before the same or smaller amount 
of cerebrospinal fluid has been withdrawn. If the intra- 
cranial pressure is raised practically no fluid is allowed 
to escape—at least until gas has been seen to enter the 
ventricular system. 

Out of 205 cases of supratentorial tumour seen at 
Sahlgrens Hospital, Goteborg, Sweden, 101 of which 
showed papilloedema, ventriculography had to be carried 
out in only 15. In the remaining cases encephalography 
and angiography were sufficient for location of the 
tumour. Out of 36 cases of cerebellar tumour, 30 of 
which showed papilloedema, however, ventriculography 
had to be performed in 23; the tumour was located by 
encephalography in only 3 cases, though in another 5 


_ cases the hemisphere in which the tumour was situated 
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was indicated by the changes in the cisterns. A study 
of the cisterns is of great value for the differentiation 
between extra- and intrapontine tumours and for the 
demonstration of tumours of the cerebello-pontine angle 
which are too small to cause ventricular displacement. 
A. Orley 


492. Observations on the Twenty-four-hour Pneumo- 
encephalogram with Special Reference to the Diagnosis of 
Cortical Atrophy 

M. T. SCHNITKER and R. P. ULricu. Radiology [Radi- 
ology) 70, 15-22, Jan., 1958. 6 figs., 6 refs. 


It is generally agreed by radiologists that air in the 
subdural space seen in the pneumoencephalogram is of no 
diagnostic significance. Some workers maintain, how- 
ever, that the demonstration of subdural air over the 
vertex of the brain in a 24-hour upright radiograph 
indicates the presence of a subdural fluid collection in 
cases of the “ post-traumatic syndrome ”’, and that the 
air reaches the subdural space through a tear in the 
arachnoid membrane. 

At St. Vincent’s Hospital, Toledo, Ohio, pneumo- 
encephalography was carried out on 66 patients with 
non-progressive lesions of the brain. Air in the subdural 
space was seen in radiographs taken in the upright 
position 24 hours afterwards in “ 90°% of the patients 
over the age of 16”. The authors conclude as follows: 
** Subdural air is a natural sequence to the procedure and 
is not due to an error in technique or necessarily to a tear 
in the arachnoid membrane. It is suggested that air from 
the subarachnoid space reaches the subdural space 
through the pacchionian granulations that traverse both 
spaces and that the air is forced through the pacchionian 
bodies by the pressure of reaccumulating cerebrospinal 
fluid. A study of the ratios of subdural volume to skull 
capacity in all age groups showed a wide range of varia- 
tions... For this reason it is not possible to establish 
standard or normal ratios beyond which pathology or 
abnormality may be said to exist. In a general way the 
subdural air:skull capacity ratios tend to be higher in 
patients over 60 years of age and considerably lower in 
patients under 16 years of age. From these studies it 
appears that cortical atrophy cannot be diagnosed from 
the 24-hour post-pneumoencephalogram subdural air: 
skull capacity ratios.” 

[This is an interesting paper. The collections of sub- 
dural air which the authors describe are occasionally seen 
in pneumoencephalograms taken soon after the injection 
of air, and are often interpreted, perhaps wrongly, as 
indicative of cortical atrophy.] J. MacD. Holmes 


493. Chest Film Findings in Neonatal Respiratory 
Distress 

G.Scuuttze. Radiology [Radiology] 70, 230-237, Feb., 
1958. 10 figs., 22 refs. 


A correlation of clinical, pathological, and roentgeno- 
graphic chest findings in 100 infants with respiratory 
distress during the neonatal period was attempted. 
Bilateral, diffuse, coarse, irregular densities in the lungs 
were present in 20 premature and full-term infants. This 
pattern is predominantly associated with noninfectious 


disease and not physiologic disseminated neonatal atelec- 


and infectious bronchopneumonic processes. Given 
pertinent clinical information, the etiology of these 
changes can often be suggested with confidence. The 
reticulogranular pattern was seen in 20 infants, 18 of 
them premature. In approximately one-third of these, 
autopsy showed generalized hyaline membrane disease, 
The large majority of infants showing this pattern during 
the first 6 days of life probably have hyaline membrane 


tasis. Miscellaneous lesions were found in 13 infants, 
Forty-seven infants had normal chest films in spite of 
respiratory distress.—[From the author’s summary.] 


494. The Pulmonary Veins in Mitral Stenosis — 
M. Simon. Journal of the Faculty of Radiologists {J. 
Fac. Radiol. (Lond.)| 9, 25-32, Jan., 1958. 13 figs, 


In 63 unoperated cases of pure mitral stenosis at Guy’s 
Hospital, London, comparison of the degree of engorge- 
ment of the upper-lobe pulmonary veins with the pul- 
monary venous pressure showed that the former was not 
directly proportional to the latter. It was seen then that, 
as the pulmonary venous pressure rose, the veins, initially 
of normal calibre, became progressively engorged until 
a pressure of approximately 24 to 26 mm. Hg was 
reached. As the pulmonary venous pressure rose fur- 
ther the engorgement of the veins became progressively 
less. It is obvious, therefore, that in attempting to assess 
the pulmonary venous pressure from the degree of 
engorgement of the upper-lobe veins it is necessary to 
take into consideration the presence of septal lines and 
peripheral vasoconstrictive changes which occur in cases 
with relatively high pressure.. The degree of venous 
engorgemenit does not reflect venous hypertension follow- 
ing valvotomy. It is suggested that the presence or 
absence of venous engorgement in cases in which the 
diagnosis of mitral stenosis is doubtful may help to 
confirm or exclude this condition L. G. Blair 


495. The Haemodynamic Significance of Intrapulmonary 
Septal Lymphatic Lines (Lines B of Kerley) 

P. R. FLEMING and M. Simon. Journal of the Faculty of 
Radiologists [J. Fac. Radiol. (Lond.)] 9, 33-36, Jan., 1958. 
2 figs., 8 refs. 


The data of 99 cardiac catheterizations on patients 
with mitral valve disease have been studied in relation to 
the degree of prominence of septal lymphatic lines in 
films taken within 14 days of catheterization. Lines 
were seen with at least equal frequency in pure mitral 
stenosis and in mitral stenosis complicated by mild or 
moderate mitral incompetence. In pure mitral stenosis, 
the mean pulmonary capillary pressure and its derivative, 
the mitral valve area, were more closely related to the 
presence of these lines than the mean pulmonary artery 
pressure or the pulmonary arteriolar resistance. The 
significance of the relationship was not, however, suffici- 
ently high to permit an accurate prediction, from the 
lines alone, of the pulmonary vascular pressures méa- 
sured at cardiac catheterization. It is probable that, if 
well-marked lines are present, the mitral stenosis is 
sufficiently severe to warrant valvotomy.—[Authors’ 
summary.] 
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